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Abstract 

 

The mitral valve is one of four heart valves, and is situated between the left atrium and 

left ventricle. Its role is to facilitate the unidirectional flow of blood through the left 

atrium and ventricle by opening in diastole and closing in systole. Mitral valve prolapse 

(MVP) involves the atrial displacement of the mitral valve during ventricular systole. 

While MVP has been linked to the development of sudden cardiac death (SCD) through 

the development of malignant ventricular arrhythmias (VAs), this association remains 

controversial. This thesis examines the relationship between MVP, VAs and SCD.  

 

Chapter 1 reviews the published literature surrounding MVP, VAs and SCD. A 

historical context and contemporary link between MVP and SCD are discussed. Various 

histopathological, cardiac imaging and electrophysiological findings in MVP and VAs 

or SCD are explored. The current pathophysiological understanding of SCD in MVP is 

highlighted, and provides a premise for subsequent chapters.  

 

Chapter 2 systematically reviews all cases of MVP and SCD reported in the literature. 

The cases in the literature describe a predominantly young, female population with 

frequent premature ventricular complexes (PVCs) and prolapse involving both mitral 

valve leaflets. Cardiac arrest usually occurs as a result of ventricular fibrillation. Leaflet 

redundancy (defined as thickness ≥5mm) is the only independent predictor of SCD.  

 

Chapter 3 describes histopathological findings and cardiac arrest rhythm in individuals 

with isolated MVP (iMVP, whereby other potential causes of death are excluded) and 
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SCD.  Individuals with iMVP-SCD have increased cardiac mass, mitral annulus size 

and left ventricular fibrosis compared to a control group matched for age, sex, height 

and weight. In those with iMVP and witnessed cardiac arrest, ventricular fibrillation is 

the predominant cardiac arrest rhythm. These findings suggest that histopathological 

changes in MVP may provide the substrate necessary for the development of VAs 

leading to SCD.  

 

Chapter 4 comprehensively and systematically quantifies left and right ventricular 

fibrosis in individuals with iMVP-SCD compared to a matched control group. 

Individuals with iMVP-SCD have more left ventricular and interventricular septum 

fibrosis but similar degree of right ventricular fibrosis compared to the control group. In 

those with iMVP-SCD, there is more fibrosis in the lateral and posterior walls of the left 

ventricle with an endocardial-epicardial gradient of fibrosis, which is similar to other 

conditions that cause cardiac remodelling. These findings indicate that non-uniform left 

ventricular remodelling with both localised and generalised fibrotic changes are 

important in the pathogenesis of SCD in MVP.  

 

Chapter 5 compares the incidence of VAs detected with continuous cardiac rhythm 

monitoring in patients with MVP and controls, and examines whether certain factors 

predicted for the development of VAs within the MVP group. Over a 24-month follow-

up period, those with MVP had a significantly higher overall incidence of VAs 

compared to control groups. Within the MVP group, the presence of late gadolinium 

enhancement on cardiac magnetic resonance imaging was predictive for the 

development of VAs.  
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Chapter 6 evaluates the role of mitral regurgitation and mitral valve surgery with 

regards to VAs in patients with redundant leaflet MVP. In patients with redundant 

leaflet MVP, severity of mitral regurgitation does not affect PVC burden while mitral 

valve surgery does not reduce PVC burden in unselected patients with MVP. Based on 

the significant change in PVC burden in two patients, the role of mitral valve surgery in 

selected patients with MVP warrants further investigation.   
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CHAPTER 1 

LITERATURE REVIEW 

 

1.1 Introduction 

 

Mitral valve prolapse (MVP) is a condition characterised by the atrial displacement of 

the mitral valve leaflet(s) during ventricular systole (Figure 1.16.1).1 Two forms of 

MVP are generally recognised – that which is associated with thick and gelatinous 

leaflets, often described as myxomatous or redundant MVP;2, 3 and that which is 

associated with thin and translucent leaflets, often described a fibroelastic deficiency.2 

The overall prevalence of MVP in the general population is 2.4%, whilst the 

prevalence of redundant MVP is approximately 1.3%.4 

 

Although recognised as a generally benign condition, reported complications of MVP 

include mitral regurgitation necessitating mitral valve surgery, stroke and infective 

endocarditis.1, 5 MVP has also been associated with sudden cardiac death (SCD). While 

the proposed mechanism of SCD in MVP is thought to be due to malignant ventricular 

arrhythmias,6-8 this link remains controversial due in part to low overall event rates.1, 4 

Nevertheless, within certain SCD populations, there appears to be an over-

representation of MVP at autopsy.9, 10 Although far from completely understood, recent 

advances have suggested histopathological, cardiac structural and electrophysiological 

changes in MVP patients which provide plausible explanations for the apparent increase 

in SCD risk within the MVP population.  
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1.2 Sudden cardiac death – definition, prevalence and aetiology 

 

Sudden cardiac death is generally defined as a non-traumatic, unexpected fatal event 

occurring within 1 hour of the onset of symptoms in an apparently healthy subject or 

if death is not witnessed, the definition applies when the victim was in good health 24 

hours before the event.11-13 However, variations to the definition have been 

implemented by individual studies as a result of varying data collection processes.14-16 

Pragmatically, SCD can also been defined as the instantaneous death in a previously 

stable patient occurring with or without preceding signs or symptoms including 

sudden dyspnea, lightheadedness or palpitations (if witnessed) or a patient found dead 

who at the time of last witnessed contact was in a usual state of health without 

medical complaints or obvious difficulty including during sleep.17 

 

The overall incidence of SCD is difficult to determine for various reasons. Overall 

improvements in emergency responses to cardiac arrests in the community has resulted 

in a decline in SCD rates over time.15 Contemporary estimates of SCD incidence are 

influenced by SCD definition, geographic location, case identification methods and 

population demographics such as age and gender.18, 19 For example, a review of SCD 

found the estimated incidence to range between 14.9 to 110.8 per 100,000 per year.20 

 

The underlying aetiology of SCD is also variable. While autopsy determination is the 

gold standard for underlying aetiology, autopsy methods (for example single expert 

adjudication, retrospective examination of reports or panel adjudication) employed in 

individual studies may affect the determination of underlying causes.11, 12, 21, 22 
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Nevertheless, coronary artery disease (acute or chronic) is the most common cause of 

SCD in the general population with other significant causes being cardiomyopathy 

(including dilated, hypertrophic, alcohol, drug related, arrhythmogenic right 

ventricular, non-compaction and stress induced), valvular (including aortic stenosis and 

MVP), coronary artery anomalies or dissection, myocarditis, cardiac sarcoid, 

congenital, primary arrhythmia and aortic dissection.11, 12, 21-25 

 

1.3 Historical context of mitral valve prolapse 

 

The characteristic cardiac auscultatory finding in MVP is the mid-systolic click with 

or without an accompanying late systolic murmur. While these auscultatory findings 

have been described since the 19th century,26, 27 it wasn’t until the 1960s that 

physicians gained an understanding as to the cause of the murmur. Prior to the 1960s, 

an auscultatory finding of a mid-systolic click was commonly ascribed to having an 

extra-cardiac cause such as pneumothorax or pleuropericardial adhesions.28 However, 

in a review of mid-systolic clicks, Dr. John Reid postulated that mid-systolic clicks 

were due to the “snapping taut of a chorda tendinea during the later high-pressure 

phase of ventricular systole which, when resulting in mitral incompetence, is followed 

by a murmur that continues … at least to the second heart sound.”28 The accuracy of 

this postulation was confirmed a few years later by Dr. John Barlow’s observation at 

autopsy of a single fibrosed mitral valve chorda in a patient who had an isolated mid-

systolic during life.29 

 

These findings along with cine-angiography findings of ballooned mitral leaflets in 
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patients with mid-systolic clicks led to increased interest in the association of the mid-

systolic click and MVP. Further anatomical evidence regarding the association 

between mitral valve pathology and mid-systolic clicks was demonstrated in 13 

patients along with the now pathological finding of voluminous or redundant mitral 

valve leaflets (Figure 1.16.2).30 

 

1.4 Possible link between mitral valve prolapse and sudden cardiac death 

 

Perhaps, the histopathological description of a condition which had perplexed 

physicians for over half a century led to an abundance of case series and case reports 

describing the presence of MVP at autopsy.30-47 A clinical finding which was 

considered benign for many decades had now been correlated with pathological 

changes in individuals during autopsy and this led to significant research efforts to try 

and establish causality. 

 

1.5 Prevalence of mitral valve prolapse in sudden cardiac death population 

 

The prevalence of MVP in patients with SCD is difficult to quantify.7 Inherent 

publication and reporting biases from case reports and series potentially distort the true 

prevalence of MVP within a SCD population. Larger scale autopsy studies sought to 

provide some clarification on this issue. A recent systematic review and meta-analysis 

suggested an overall prevalence of 1.9% based on 14 studies,6 although individual 

study estimates varied between 0.1-10.4%.10, 48 

 



5 
 

For example, Fragkouli et al.48 found only 1 case (0.15%) of MVP in a consecutive 

autopsy series of 688 cases (mean age 60±14 years; 139 females [20%]) with SCD 

within a region of Greece. The majority of cases in this older, predominantly male 

cohort were deemed to have coronary artery disease (82%).  

 

Additionally, de Noronha et al.49 found the overall prevalence of MVP in a national 

(United Kingdom) SCD population of 720 cases (median age 32 years, range <1-98 

years; 245 females [34%]) to be 1.9% (14 cases). The majority of cases in this cohort 

were assessed as having morphologically a normal heart (45%) followed by 

cardiomyopathy (29%) and coronary artery disease (10%). 

 

Conversely, Chugh et al.10 retrospectively reported on cardiac findings in 270 hearts 

(mean age 42±14years; 80 females [30%]) from an American state-wide registry of 

SCD. MVP was identified in 28 cases (10.4%). Interestingly, the presence of MVP 

was classified as a non-specific finding rather than as a cause of SCD in this cohort 

probably reflecting the unresolved link between MVP and SCD.  

 

Similarly, Basso et al.9 reported MVP to be present in 43 (median age 32 years, range 

19-40 years; 26 females) out of 650 (6.6%) consecutive autopsy hearts of patients ≤40 

years from an Italian state-wide registry of SCD. The 26 female cases of MVP 

accounted for 13% of females who died suddenly in their registry. 

 

The above autopsy studies present quite discrepant estimates about the prevalence of 

MVP in the SCD cohort. This may reflect true differences in prevalence, regional 
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variations in practice with regards to assigning a diagnosis at autopsy,50 differences in 

practice over time or possibly clinician bias.51 Additionally, the prevalence of MVP 

within a SCD population will be subject to the differences in inclusion criteria used and 

its subsequent effect on the age and gender distribution of the studied population.9, 48 

 

The prevalence of MVP within cardiac arrest registries has been estimated to be 

between 2-2.5%. Sriram et al.52 reported MVP to be present in 24 (mean age 32±15 

years; 16 females) out of 1200 (2%) cardiac arrest survivors within a longitudinal 

registry. Similarly, Narayanan et al.53 sought to investigate the prevalence of MVP 

within a general cardiac arrest population. Utilising an American regional registry of 

3040 cardiac arrest patients, echocardiogram data was available in 729 cases (mean age 

69.5±14.8 years; 258 females [35%]). The prevalence of MVP in this cohort was 2.3% 

(17 cases). 

 

1.6 Incidence of sudden cardiac death in mitral valve prolapse population 

 

1.6.1 Retrospective studies 

 

Mills et al.36 presented the first long term follow-up study investigating the 

complications of patients with MVP. They retrospectively identified 53 patients who 

had phonocardiographic evidence of a mid-systolic click and/or late-systolic murmur a 

minimum of 10 years earlier (mean 13.7 years). Confirmation of MVP through 

echocardiography was achieved in all but 2 patients. At follow-up, 7 patients died of 

non-MVP related conditions, 38 were alive without serious complications, and 8 had 
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serious complications related to MVP. Of the 8 who had MVP related complications, 

there was 1 case of MVP related SCD and 1 case of cardiac arrest due to ventricular 

fibrillation resulting in an event rate of 275 per 100,000 person-years.  

 

Data regarding the incidence of SCD in MVP from other retrospective studies are 

limited. Utilising a regional United States registry, Avierinos et al.54 found 31 deaths 

related to MVP in 4581 person-years-worth of follow-up. However, additional 

classification regarding the number of sudden cardiac deaths was not provided. In a 

study of MVP in military aviators, Osswald et al.55 found only 1 case of SCD out of 

404 subjects with a mean follow-up period of 8.6 years. However, this was a young 

and very male predominant cohort. Finally, preliminary data from a tertiary Italian 

cardiovascular institution indicates a SCD event rate of 145 events per 100,000 

person-years.56 

 

1.6.2 Prospective studies 

 

A handful of studies have prospectively detailed the long-term outcomes of patients 

with MVP. 

 

Bissett et al.57 documented the long term follow up on 119 children with MVP evident 

on cardiac auscultation. Over the follow-up period, one patient developed infective 

endocarditis, and one had a stroke. There were no SCD events in this paediatric cohort. 

 

Possibly the most insightful study into the long-term outcomes of patients with MVP 
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was reported by Nishimura et al.5 which provided follow-up information on 237 

patients with MVP on echocardiography who had no or minimal symptoms, and did 

not have other congenital or valvular heart disease. In total, there were 10 patients who 

experienced cardiac death with 4 due to coronary artery disease and 6 due to SCD with 

a resultant event rate of 408 per 100,000 person-years. The presence of mitral valve 

leaflet redundancy (defined by leaflet thickness ≥5mm) in this cohort of patients was 

independently associated with the occurrence of SCD. Additionally, 10 out of 97 

patients who had MVP and redundant leaflets developed adverse outcomes (6 had 

SCD, 3 had endocarditis, and 1 had an isolated stroke) compared to only 1 out of 140 

patients without redundant leaflets developing an adverse outcome (1 isolated stroke), 

thus implicating a strong association between myxomatous MVP and adverse 

outcomes.  

 

Further long term follow-up was described by Duren et al.58 for 300 patients with MVP 

diagnosed on echocardiography and without other significant cardiac disease. During 

the follow-up period, there were 2 non-cardiac deaths, 3 with SCD and 1 patient with 

cardiac arrest due to ventricular fibrillation with a SCD event rate of 219 per 100,000 

person-years. Additionally, Zuppiroli et al.59 reported follow-up data on 316 patients 

with MVP diagnosed on echocardiography. During the follow-up period, there were 6 

patients who experienced cardiac death with 1 due to coronary artery disease, 1 due to 

congestive cardiac failure, 1 during cardiac surgery and 3 due to SCD (event rate 112 

per 100,000 person-years).  

 

Excluding the studies which were comprised of highly selected patient populations,55, 



9 
 

57 overall population studies estimate the SCD event rate in patients with MVP to be 

between 112 to 408 per 100,000 person-years (Table 1.15.1). Compared with 

unmatched population estimates, the rate of SCD in an unselected MVP cohort is at 

least 1.7 times greater.6 However, when considering that all 6 SCD events from 

Nishimura et al.5 occurred in patients with evidence of redundant leaflets, a potentially 

more malignant subset of patients may exist. 

 

1.7 Echocardiographic diagnosis and the mitral valve prolapse ‘epidemic’ 

 

The introduction of echocardiography for the non-invasive diagnosis of MVP served to 

complicate matters. 

 

Initial studies in the early-mid 1970s using M-mode and 2-dimensional 

echocardiography for the diagnosis of MVP delineated prolapse in the anterior and 

posterior plane using a parasternal long-axis view (Figure 1.16.3).60-65 Further work 

published in the early 1980s suggested that a diagnosis of MVP could be reliably 

obtained utilising either a parasternal long axis or apical 4-chamber view66, 67 (Figure 

1.16.4) and this approach was adopted in many studies, including the aforementioned 

prospective studies into the natural history of MVP.5, 58, 59 

 

In the late 1980s, Robert Levine and colleagues published a series of groundbreaking 

papers detailing the saddle-shaped nature of the mitral valve annulus leading to the 

appearance of valvular prolapse in the apical 4-chamber view without actual leaflet 

distortion (Figure 1.16.5).68-70 Through their work, they demonstrated that the annular 
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plane of the mitral valve in normal subjects deviated by up to 1.4cm (±0.3cm).70 Most 

importantly, the group showed that patients with leaflet displacement confined to the 

apical 4-chamber view, were no more likely than normal subjects to have other 

echocardiographic abnormalities specified as leaflet thickening, left atrial enlargement 

or mitral regurgitation whereas those with leaflet displacement in the parasternal long-

axis view were significantly more likely to have other associated abnormalities.69 

 

In line with shifts in diagnostic criteria, there have been significant shifts in the 

estimated prevalence of MVP. Early estimates had suggested a prevalence as high as 

17% in young adult females,71 and as high as 34% in adolescent females when utilizing 

either a long axis or apical echocardiographic view.72 Courtesy of Framingham cohort 

studies, the overall population estimate of MVP prevalence was 5.3%, which was 

higher in females (7.6%) than males (2.5%).71 Since the implementation of the refined 

diagnostic criteria, the overall population estimate of MVP has decreased to 2.4%, with 

the diagnostic frequency in females (2.7%) being affected more than that in males 

(2.1%).4 Importantly, within the same cohort, the prevalence of redundant leaflet MVP 

was 1.1% (1.3% in females and 0.8% in males).4 

 

Consequently, results from certain studies in which patients were recruited where MVP 

was diagnosed using an apical 4-chamber view on echocardiography requires cautious 

interpretation. Studies which more liberally included patients with milder forms of 

MVP or possibly no MVP whatsoever may have given rise to weakened risk estimates 

for clinical complications. Perhaps the best example for this was provided by 

Nishimura et al.5 as the authors found significantly more adverse clinical events in 
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patients with evidence of leaflet redundancy (and therefore more likely to have true 

MVP) than those without leaflet redundancy. 

 

1.8 Mitral valve anatomy – structure and function 

 

The mitral valve is situated between the left atrium and left ventricle (Figure 1.16.6). Its 

function is to facilitate the unidirectional flow of blood from the left atrium to the left 

ventricle through opening in diastole and closure during systole. The mitral valve 

apparatus is composed of the left atrial wall, mitral valve annulus, mitral valve leaflets 

(an anterior leaflet also referred to as the aortic leaflet and a posterior leaflet also 

referred to as the mural leaflet), chordae tendineae and papillary muscles attached to the 

left ventricular wall.73 

 

The left atrium is situated above the mitral valve and the atrial myocardium lies in 

continuity with the posterior mitral leaflet.74 This renders the mitral valve susceptible to 

regurgitation in the event of left atrial enlargement.74, 75 

 

The mitral valve annulus lies in the junctional zone between the left atrium and 

ventricle.76 It is ‘D’ shaped with a straight border in continuity with the interventricular 

septum and adjacent to the aortic valve from which the anterior leaflet is attached and a 

free border in continuity with the left ventricular free wall from which the posterior 

leaflet is attached.74 Fibrous tissue is found along the straight border and non-uniformly 

interspersed along the free border allowing the annulus to conform and change shape 
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during the cardiac cycle.74, 76, 77 Owing to the non-uniform distribution of fibrous tissue, 

the free border is susceptible to pathological dilatation.74 

 

There are two mitral valve leaflets. An anterior leaflet is attached to the straight border 

of the annulus, has a rounded free edge and occupies approximately 1/3 of the mitral 

valve orifice.3, 74, 76 The anterior leaflet – while not necessarily separated by clefts – can 

be divided into A1, A2 and A3 corresponding to the adjacent regions of the posterior 

leaflet.78 A posterior leaflet is attached to the free border of the annulus, is crescent 

shaped and occupies approximately 2/3 of the mitral valve orifice.3, 74, 76 The posterior 

leaflet has 3 scallops formed by clefts along the free edge. The scallops as situated from 

lateral to medial are identified as P1 (lateral), P2 (middle) and P3 (medial) 

respectively.78, 79  During leaflet coaptation, the free edges of the leaflets form an arc 

shaped closure line.74 The ends of the closure line are designated commissures – an 

anterolateral commissure and a posteromedial commisure.79, 80 Histologically, the mitral 

valve leaflets are composed of 3 layers when viewed in cross section – atrialis, 

spongiosa and fibrosa (or ventricularis).3, 76 The atrialis layer lies adjacent to the left 

atrium and is lined with endothelium. The spongiosa layer is composed of extracellular 

matrix, proteoglycans and glycosaminoglycans.81 It is the major component of the 

leaflet free edge. The hydrophilic nature of this layer allows for buffering during leaflet 

closure.81 The fibrosa layer lies adjacent to the ventricular surface and is thickest near 

the annulus.76 Normal mitral valve leaflet morphology is thin and translucent.  

 

Chordae tendineae are fan shaped string-like structures connecting the ventricular aspect 

of the mitral valve leaflets to the apices of the papillary muscles.82, 83 Their branching 
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nature results in more chordae at the valve aspect than at the papillary muscle aspect. 

Chordae generally attach to either the free edge of leaflets (primary chordae) or the 

ventricular surface of leaflets (secondary chordae).74, 84 

 

Two papillary muscles are found in the mid to apical region of the left ventricular 

wall.74 The anterolateral papillary muscle lies in the lateral portion of the left ventricular 

wall below the anterolateral commissure. The anterolateral papillary muscle gives rise 

to chordae tendineae of the lateral half of both mitral valve leaflets (P1/A1 and the 

lateral half of P2/A2). The posteromedial papillary muscle lies in the posterior portion 

of the left ventricular wall below the posteromedial commissure. The posteromedial 

papillary muscle gives rise to chordae tendineae of the medial half of both mitral valve 

leaflets (P3/A3 and medial half of P2/A2).76 

 

1.8.1 Mitral valve anatomy in MVP 

 

Significant anatomical changes within the mitral valve apparatus occur in patients with 

MVP. Left atrial enlargement can manifest as a result of mitral regurgitation.85 The 

mitral annulus can be dilated,45, 85 with associated dysfunction or disjunction – 

separation between the atrial wall-mitral valve junction and the left ventricular 

attachment (Figures 1.16.7-1.16.9).86-88 Those with myxomatous MVP also have thick 

and redundant leaflet(s) in conjunction with characteristic histological changes of 

disrupted collagen and excess proteoglycans or mucopolysaccharides.3, 30, 74 By 

comparison, those with fibroelastic deficiency have thinned leaflets with which are 

deficient in collagen and proteoglycans.3 Chordal changes in MVP include elongation 
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with possible rupture, while those with myxomatous disease may also have associated 

thickening.2, 3 The excess stress imparted by prolapsed leaflets are postulated to cause 

resultant papillary muscle fibrosis in patients with myxomatous MVP.9, 89  

 

1.9 Histopathological findings 

 

1.9.1 Pathological findings 

 

Given the initial pathological description of MVP,29 various autopsy studies have 

provided documentation of gross pathological changes in those with MVP and SCD.  

 

Following on from their initial observation “of a single fibrosed mitral valve chorda in a 

patient who … had an isolated mid-systolic click”,29 Barlow and colleagues sought to 

provide further pathological characterisation of mitral valves in patients with systolic 

murmurs and clicks.30, 90 By the late 1960s, a clinical entity comprising of a mid-systolic 

click with late systolic murmur was associated with the presence of both mitral leaflet 

abnormalities (voluminous, fibrosed and/or calcified leaflets), chordae tendineae 

abnormalities (thickening or thinning, elongation or shortening, fusion and/or rupture) 

and mitral annular dilatation.30, 90 

 

Additional autopsy studies have attempted to compare clinical and pathological 

findings of patients with MVP and SCD with various comparator groups. Dollar et al.45 

compared a group with MVP and SCD (n=15) to a group with MVP and other cardiac 

conditions (n=34). Those with MVP and SCD were younger, predominantly female, 
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and less likely to have significant mitral regurgitation or ruptured chordae tendineae. 

Cardiac mass, mitral and tricuspid annular size, mitral leaflet length and presence of 

endocardial plaques were similar between the groups. Additionally, Farb et al.85 

compared those with MVP and SCD (n=27) to those with clinically significant mitral 

regurgitation secondary to MVP (n=14) and those with incidental MVP at time of death 

(n=19). Those with MVP and SCD were younger than both other groups and had lower 

cardiac mass than those with MVP and mitral regurgitation. Compared to those with 

incidental MVP, those with MVP and SCD had larger mitral annulus, longer and 

thicker mitral leaflets and more endocardial plaque. Of note, these studies may not have 

controlled for influencing factors such as age, sex, height and weight with regards to 

measurements of cardiac mass and annulus size.91-93 

  

In addition to mitral annular dilatation, Hutchins et al.86 described the presence of mitral 

annular disjunction (a discrete separation between the atrial wall-mitral valve junction 

and the left ventricular attachment) in patients with MVP (Figure 1.16.9). In a large 

series of 900 autopsy hearts, mitral annular disjunction was present in 92% (23/25) of 

cases with MVP but only 5% (42/905) of cases without MVP leading to the hypothesis 

that mitral annular abnormalities are equally important in the pathophysiology of MVP 

as the presence of leaflet distortion.  

 

1.9.2 Histological findings 

 

Other studies have investigated histological changes in patients with MVP.  
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Right ventricular histological changes in living patients with MVP include increased 

levels of fibrosis in percutaneously obtained endomyocardial samples.94, 95 Mason et al. 

demonstrated an increase in endocardial and interstitial fibrosis and mitochondrial 

degeneration at the right ventricular apical region in a cohort of 14 patients with MVP 

compared to a control group of patients without MVP.94 La Vecchia et al. also 

demonstrated an increase in myocardial fibrosis at the right ventricular septal region in 

7 patients with MVP and a history of ventricular tachycardia compared to 21 patients 

with a history of ventricular tachycardia but no MVP.95  

 

Increased levels of left ventricular fibrosis have been found in cases of MVP and SCD 

based on autopsy studies. Burke et al.96 showed that those with MVP had significantly 

higher amounts of basal septum fibrosis in conjunction with atrioventricular nodal 

artery narrowing compared to control cases. Basso et al.9 demonstrated increased 

fibrosis at the papillary muscles and inferobasal wall (in between the papillary muscles) 

in 43 cases of MVP and SCD compared with a control cohort who had non-cardiac 

cause of death. Furthermore, evidence suggests that those with MVP and SCD may 

exhibit diffuse left ventricular fibrosis in conjunction to the focal changes described 

above,97 whilst qualitative assessment indicates to a predominant endocardial 

distribution.9, 97  

 

1.10 Cardiac imaging findings  

 

Non-invasive cardiac imaging findings from echocardiography and cardiac magnetic 

resonance imaging provide certain insights into the link between MVP and SCD. 
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Echocardiography is a non-invasive cardiac imaging modality based on the use of 

ultrasonic sound waves and the different responses of human tissue (including cardiac 

valve motion) to the Doppler effect.98-102 Modern echocardiography is crucial in the 

application of diagnostic cardiology allowing for definition of various cardiac 

structures including valvular morphology and function.103, 104 

 

Magnetic resonance imaging relies on the relative difference of water content between 

tissues within a magnetic field.105, 106 While initial implementation of magnetic 

resonance for cardiac imaging predominantly characterised cardiac structure,107, 108 

recent advances have allowed the use of cardiac magnetic resonance in cardiovascular 

conditions for the determination of focal scarring through detection of late gadolinium 

enhancement and diffuse fibrosis through the measurement of myocardial T1 time and 

extracellular volume.109 

 

1.10.1 Abnormalities of the mitral valve leaflets 

 

Following on from Barlow’s initial pathological description of abnormal mitral valve 

leaflets in MVP,30 studies have sought to non-invasively characterise mitral leaflet 

changes in MVP. Both anterior and posterior mitral leaflet thickness and length have 

been found to be associated with the presence of either non-sustained ventricular 

arrhythmias or repolarization abnormalities.110-113 The presence of bileaflet redundant 

MVP has also been associated with the presence of papillary muscle origin premature 

ventricular complexes.114 Importantly, leaflet thickness remains the only independent 
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predictor for SCD events in MVP thus far.5   

 

More recently, the presence of bileaflet redundant MVP was found to be associated with 

appropriate implantable cardioverter defibrillator discharges in a cohort of cardiac arrest 

survivors.52 Conversely however, the same research group also concluded that bileaflet 

redundant MVP was associated with better overall survival compared to matched control 

groups despite a higher rate of ventricular tachycardia.115 In an attempt to resolve the 

discrepancy, the authors suggested that other factors may be important for the 

development of SCD rather than isolated bileaflet MVP.  

 

1.10.2 Abnormalities of the mitral valve annulus 

 

Studies have also sought to non-invasively characterise the mitral annulus in MVP. 

Mitral annulus dilatation has been described using echocardiography and cardiac 

magnetic resonance studies in MVP.116-118 The presence of mitral annular disjunction 

has also been extensively reported using 2-dimensional and 3-dimensional 

echocardiography, trans-oesophageal echocardiography and cardiac magnetic 

resonance.87, 88, 118-120 Within these studies, mitral annular disjunction has been 

associated with the presence of ventricular arrhythmias.88, 118, 120 Furthermore, there 

appears to be abnormal physiological function of the mitral valve in MVP with a 

paradoxical increase in annulus size during ventricular systole.88, 118 These findings 

suggest that disorganised mitral annular dynamics may be a critical component in the 

association between MVP and SCD. 
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1.10.3 Mitral regurgitation 

 

The relationship between MVP, mitral regurgitation and adverse outcomes is 

contentious. Studies have indicated that the presence or severity of mitral regurgitation in 

MVP is associated with the presence of ventricular arrhythmias or repolarization 

abnormalities,110, 113, 121-124 whereby the assertion is that it is the mitral regurgitation 

rather than the MVP causes ventricular arrhythmias.122 Of note, contemporary studies 

have indicated that the degree of mitral regurgitation is not associated with arrhythmic 

outcomes in MVP.52, 125 Quite possibly, this is a result of the shift in MVP diagnostic 

criteria whereby the presence of mitral regurgitation correlated with ‘true’ cases of 

MVP in older studies.69 

 

Not surprisingly, worsening mitral regurgitation severity is also linked to increased 

cardiovascular mortality in MVP.54 However, it is important to distinguish that the likely 

pathophysiology of death in those with MVP with severe mitral regurgitation is probably 

related to haemodynamic cardiac decompensation resulting in clinical heart failure,126 

whereas those with MVP and SCD are likely to have experienced a malignant ventricular 

arrhythmia.7, 8, 52 

 

1.10.4 Non-invasive detection of cardiac fibrosis 

 

Non-invasive evaluation of myocardial fibrosis utilizing cardiac magnetic resonance has 

demonstrated an association between late gadolinium enhancement detected areas of 

focal ventricular fibrosis with complex ventricular arrhythmias in patients with MVP.9, 
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89, 114, 125 The regions affected appear to be predominantly the papillary muscles and the 

basal infero-lateral regions of the left ventricle,9, 89, 114, 125, 127 corresponding to localised 

areas of premature ventricular complexes.9, 128 In contrast, there is conflicting evidence 

for the association between myocardial T1 times (indicating diffuse left ventricular 

fibrosis) and ventricular arrhythmias.127, 129 

 

1.10.5 Novel cardiac imaging markers 

 

Novel echocardiography parameters reportedly associated with ventricular arrhythmias 

in patients with MVP include high velocity systolic signals with tissue Doppler of the 

medial and/or lateral mitral annulus and the presence of mechanical dispersion of the 

left ventricle as determined by speckle tracking echocardiography.130, 131  

 

1.11 Electrophysiological findings 

 

Electrophysiological findings from 12-lead electrocardiogram (ECG), 24-hour Holter 

monitoring, continuous long-term cardiac rhythm monitoring, signal averaged ECG 

and programmed ventricular stimulation provide certain insights into the link between 

MVP and SCD. 

  

A 12-lead ECG is a non-invasive test for ascertaining information regarding the 

electrical depolarization and repolarization of the heart.132 The origins for the modern-

day ECG date back to the late 1890s and early 1900s with Einthoven’s description of 

the string galvanometer.133 Throughout the mid-1900s,134 the ECG was studied and 
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developed extensively into an indispensable tool which is used to diagnose various 

cardiac conditions including those which are associated with SCD.135-142 

  

While a 12-lead ECG can provide immediate information regarding the electrical 

system of the heart, a 24-hour cardiac monitor carries incremental advantages with 

regards to our understanding of cardiac rate, rhythm and conduction during times of 

physical exertion, emotional activity and during rest.143, 144 Ambulatory cardiac rhythm 

monitoring, predominantly in the form of a 24-hour Holter monitor – named after 

discoverer Norman J. Holter,143 can also allow for diagnosis of complex ventricular 

arrhythmias and occult cardiac rhythm disturbance including those associated with 

SCD.145-149 

 

Continuous long-term cardiac rhythm monitoring may be achieved through the use of 

insertable cardiac monitors which have a battery life of approximately 3 years.150-152 

Modern day devices are small in size and inserted through a small incision in the left 

parasternal region, sitting in the subcutaneous space approximately 1cm below the 

surface of the skin.151, 152 These devices provide continuous ECG monitoring through a 

loop memory system and can store ECG information based on predefined arrhythmic 

triggers (including tachyarrhythmias and bradyarrhythmias) or patient activated 

triggers.150-154 The use of insertable cardiac monitors has proven beneficial in the 

diagnosis of unexplained syncope,153-155 the detection of atrial fibrillation in patients 

with cryptogenic stroke156 and for documenting cardiac arrest rhythm in patients at 

high risk of sudden death.152  
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Another extension of the 12-lead ECG is signal averaged ECG (SAECG) which utilises 

high-resolution processing software to record cardiac late potentials which occur at the 

end of or after a QRS complex.157, 158 The presence of cardiac late potentials is 

postulated to represent localised areas of abnormal myocardium with electrical activity 

described as desynchronised from the rest of the heart – akin to localised ventricular 

fibrillation.159 Similar to the 12-lead ECG and a 24-hour Holter monitor, abnormalities 

identified on SAECG are potentially predictive of malignant ventricular arrhythmias or 

SCD in certain populations.160, 161 

  

Invasive electrophysiological testing by means of programmed ventricular stimulation 

involves electrode catheters inserted through the femoral vein.162 Through rapid 

ventricular pacing with extrastimuli, initiation and termination of ventricular 

tachycardia may occur in patients with an underlying substrate for myocardial 

disease.162-164 Again, inducible ventricular arrhythmia on programmed ventricular 

stimulation may predict for the occurrence of SCD in certain populations.165 

 

1.11.1 Malignant ventricular arrhythmias 

 

Multiple case series and case reports have documented ventricular arrhythmias in 

patients with MVP.31, 34, 35, 39, 166-193 However, due to the inherent limitations with case 

series and reports,194 only isolated cases have been able to describe cardiac arrest 

rhythm in patients with pathologically diagnosed MVP.31, 34, 35, 39, 179, 181, 183, 188, 192, 193 

Consequently, without the systematic documentation of cardiac arrest rhythm in 

patients with pathologically confirmed MVP, hence a direct causal relationship 
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between SCD and MVP is yet to be established.  

 

1.11.2 Bradycardia 

 

Case reports have also documented bradycardic events in patients with MVP. 

Documented conduction abnormalities include both the sinus node and/or the 

atrioventricular node,195-203 although this is also seen in individuals experiencing vagal 

stimuli.204-207 Given the prevalence of MVP, these isolated cases likely reflect a 

convergence of patients with MVP with autonomically mediated conduction 

abnormalities rather than a pathogenic association.  

 

1.11.3 Electrocardiogram findings 

 

Based on observations from initial case report descriptions of MVP and SCD, Jeresaty 

proposed that those with MVP who experience SCD are likely to exhibit “ST-T wave 

changes in the inferior and left precordial leads”.35 This was supported by qualitative 

findings of non-specific T-wave changes in 9/10 patients with MVP and recurrent 

ventricular tachycardia,169 and inverted or biphasic T-wave changes in 10/12 patients 

with MVP and SCD.9 Additionally, in a cohort of patients with idiopathic out-of-hospital 

cardiac arrest, Sriram et al documented significantly higher rates of inferior T-wave 

changes (biphasic or inverted) in those with MVP compared to those without MVP.52  

 

1.11.4 Premature ventricular complex morphology 
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The underlying pathophysiology of ventricular arrhythmias in patients with MVP is 

postulated to be related to mechanical stresses imparted by the valve and valve 

apparatus on the left ventricle.182, 208 Hence, the site of origin of premature ventricular 

complexes and ventricular tachycardia in patients with MVP provide clues about an 

underlying electroanatomical pathogenic process related to the mitral valve apparatus. 

 

For example, Lichstein et al.209 demonstrated that in 10 patients with MVP and unifocal 

premature ventricular complexes, 8 were localised to the posterior aspect of the left 

ventricle while only 2 were from the right ventricle. Similarly, La Vecchia et al.95 

documented that all 7 of their patients with MVP and ventricular tachycardia had a left 

ventricular focus. Of note, these two studies utilised 12-lead electrocardiography for 

premature ventricular complex location. 

 

Studies reporting sites of premature ventricular complex ablation in MVP lend further 

support to the above notion. Syed et al.128 retrospectively reported on premature 

ventricular complex ablation procedures in 16 patients with bileaflet redundant MVP. 

In 15 patients, ablation targeted either one of the left sided papillary muscles or left 

sided fascicles using invasive electroanatomical mapping.  

 

1.11.5 Other electrocardiogram abnormalities 

 

Other cardiac electrical abnormalities have been reported in patients with MVP 

including the presence of accessory conduction pathways,210-213 prolongation of the QT 

or QTc interval214, 215 and increased QT or QTc dispersion.112, 216-218 Significantly, 
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increased QTc dispersion has been shown to be an independent predictor for non-

sustained ventricular tachycardia on 24 hour Holter monitoring in MVP.112 

 

1.11.6 Ambulatory 24-hour Holter monitoring 

 

The estimated incidence of ventricular arrhythmias (including the presence of isolated 

premature ventricular complexes) in patients with MVP using Holter monitoring vary 

between 34-88%.124, 217-223 In a consecutive series of 58 patients with MVP, Turker et 

al.124 found 20 (34%) to have evidence of ventricular arrhythmias on Holter 

monitoring. This was predominantly driven by having 17 patients with isolated PVCs, 

whilst only 2 had couplets and 1 patient had non-sustained ventricular tachycardia. On 

the other side of the spectrum, Kulan et al.217 found premature ventricular complexes 

in 56 of 64 (88%) patients with MVP undergoing Holter monitoring. 

 

Additionally, studies estimate the prevalence of complex ventricular arrhythmias – as 

defined by the presence of Lown grade ≥3 premature ventricular complexes145 on 

Holter monitoring – to be between 17% to 59%.111, 123, 217, 218, 224 

 

Controlled studies involving patients with MVP has shown varying results. 

Comparisons between patients with MVP and healthy controls suggests that those with 

MVP have either an increased frequency of premature ventricular complexes or more 

complex ventricular arrhythmias.63, 217 In contrast, data from the Framingham cohort 

showed no statistically significant difference in Lown grade ≥2 ventricular arrhythmia 

burden between 61 patients with MVP and 179 patients without MVP.71 Others have 
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suggested that premature ventricular complex frequency and prevalence of complex 

ventricular arrhythmias is related to degree of mitral regurgitation rather than MVP,122 

or are related more so to the presence of clinical symptoms rather than MVP itself.225 

 

Inconsistencies between these studies likely reflect the evolution of diagnostic criteria 

used to select patients with MVP.68-70 Furthermore, while Holter monitoring provides 

24-hour cardiac rhythm monitoring, data regarding continuous long-term cardiac 

rhythm monitoring in MVP is currently lacking. 

 

1.11.7 Signal-averaged electrocardiogram 

 

Late potentials on SAECG are more common in patients with symptomatic MVP 

compared with control cohorts,95, 226 and in those with MVP the presence of late 

potentials are associated with episodes of ventricular arrhythmias.123, 226 Conversely, 

asymptomatic individuals with MVP diagnosed on routine screening do not exhibit 

evidence of late potentials,227 although the reasons for this discrepancy are uncertain.  

 

These findings suggest that the presence of late potentials is intimately related to 

ventricular arrhythmias, although their clinical utility over the use of Holter monitoring 

is not well established. 

 

1.11.8 Programmed ventricular stimulation 

 

The utility of invasive programmed ventricular stimulation as a SCD risk stratification 
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tool in MVP lacks supporting evidence. Despite multiple studies having documented 

successful induction of ventricular arrhythmias – including monomorphic ventricular 

tachycardia, polymorphic ventricular tachycardia and ventricular fibrillation – during 

programmed ventricular stimulation,123, 175, 228, 229 the lack of a therapeutic or clinical 

endpoint coupled with the absence of adequate control groups limit the clinical 

applicability of data obtained. 

 

1.12 Current pathophysiological understanding 

 

Certain findings from the various histopathological, cardiac imaging and 

electrophysiological research outlined above provide mechanistic insights into the 

potential pathophysiology of SCD in patients with MVP.  

 

Increased cardiac mass and ventricular fibrosis may represent a process of diffuse 

cardiac remodelling akin to other conditions associated with SCD,9, 45, 50, 85, 94-96, 230, 231 

resulting in myocardial stretch or myofiber disarray and subsequent substrate for 

generalised electrical instability. Furthermore, focal papillary muscle fibrosis may 

provide more discrete areas of localised electrical instability in patients with MVP.9 In 

addition, mitral annular instability in the form of enlargement and/or disjunction may 

contribute to areas of electroanatomical instability.85, 86 These findings of both focal 

and diffuse cardiac fibrosis along with mitral annular instability are supported by 

cardiac imaging studies,9, 89, 114, 118, 120, 127 thus providing a correlation between non-

invasive and invasive findings in patients with MVP.  
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Electrophysiological abnormalities of ventricular repolarization – suggestive of 

underlying substrate instability – are evident in patients with MVP in the form of 

inferolateral ST-T wave changes, increased QTc or QTc dispersion and late potentials 

on signal averaged ECG.9, 35, 52, 112, 169, 214-218 Furthermore, electrical trigger instability is 

evidenced by the increased burden and complexity of premature ventricular complexes 

arising from the left ventricular papillary muscles.63, 128, 217 Thus, a milieu for electrical 

instability created by this substrate-trigger interaction may lead to sustained ventricular 

arrhythmia development and subsequent sudden cardiac death in patients with MVP.6-8, 

232  

 

Hence, histopathological changes of increased cardiac mass,9, 45, 50, 85 enlarged mitral 

valve annulus,85 mitral annular disjunction,86 and cardiac fibrosis9, 50, 96, 97 causing 

resultant electrophysiological instability as evidenced by premature ventricular 

complexes and repolarization abnormalities provides a working hypothesis regarding 

the underlying pathophysiology of SCD in patients with MVP.  

 

1.13 Other abnormalities in mitral valve prolapse 

 

Other structural cardiac findings have been associated with MVP patients including the 

co-existence of congenital heart defects.45 Additionally, case reports have described the 

co-existence of coronary vasospasm, arrhythmogenic right ventricular cardiomyopathy 

and Takotsubo cardiomyopathy in patients with MVP and cardiac arrests.176, 183, 187 

These findings are unsurprising given the high prevalence of MVP. However, to 

determine the true relationship between MVP and SCD, it would be prudent to 
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distinguish between those with isolated MVP (iMVP, whereby other potential causes of 

death are excluded) and those with non-isolated MVP (whereby the individual has 

another potential cause of death).  

 

1.14 Contemporary management 

 

1.14.1 Guideline recommendations 

 

There is limited data regarding SCD prevention specific to patients with MVP.7, 8 

Medical management with beta-blockers and to a lesser extent amiodarone may be 

considered in certain circumstances based on current guidelines for the treatment of 

VAs and prevention of SCD, while a secondary prevention implantable cardioverter 

defibrillation insertion is recommended for survivors of cardiac arrest.13, 233 In addition, 

use of long term continuous cardiac rhythm monitoring (internal or external) would be 

indicated in patients with MVP with a history of unexplained syncope.234, 235 

 

1.14.2 Electrophysiology studies 

 

As described above, the role of programmed ventricular stimulation in patients with 

MVP and ventricular arrhythmias has not been established.7, 123, 173, 175, 229 Limited 

evidence does suggest that catheter ablation of premature ventricular complexes may 

offer symptomatic benefit by reducing their burden in MVP patients with symptomatic 

premature ventricular complexes and decrease appropriate implantable cardioverter-

defibrillator therapies in MVP patients with a secondary prevention device.128 However, 
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catheter ablation in this cohort present intraprocedural challenges owing to the high 

proportion of papillary muscle origin premature ventricular complexes while its effect 

on survival outcomes is not established.236, 237 

 

1.14.3 Mitral valve surgery 

 

The role of mitral valve surgery for ventricular arrhythmias in patients with MVP 

requires further clarification. In patients with flail mitral regurgitation, operative 

correction has been associated with improved overall survival,126 although this is likely 

due to prevention of death associated with acute left ventricular failure and pulmonary 

oedema rather than the prevention of arrhythmic SCD. A reduction in ventricular 

arrhythmias has been reported in some patients with MVP and malignant ventricular 

arrhythmias undergoing mitral valve surgery,189, 208, 238-240 although findings from these 

case reports and series are subject to publication bias. Additionally, some patients who 

undergo mitral valve surgery continue to experience malignant ventricular arrhythmias 

requiring implantable cardioverter-defibrillator therapy.240 
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1.15 Tables 

 

1.15.1 Incidence of SCD in MVP 
Study Year Nature Patients Age Females 

(%) 

Follow-up SCD events 

(event rate) 

Mills36 1977 Retrospective 53 41 34 (64) 13.7 2* (275) 

Bissett57 1980 Prospective 119 10 82 (69) 6.9 0 

Nishimura5 1985 Prospective 237† 44 142 (60) 6.2 6 (408) 

Düren58 1988 Prospective 300 42 164 (55) 6.2 4* (219) 

Zuppiroli59 1995 Prospective 316 42 220 (70) 8.5 3 (112) 

Osswald55 2007 Retrospective 404 36 9 (2)‡ 8.6 1 (29) 

Mecarocci56§ 2016 Retrospective 250 52 126 (50) 8.3 3 (145) 

Age and follow-up presented as means (in years) 

SCD event rate presented as SCD events per 100,000 person-years 

*One case of documented ventricular fibrillation with cardiac arrest included in overall SCD events 

†97 patients with leaflet redundancy 

‡Military aviation cohort resulting with a predominantly male cohort 

§Study only available in abstract form 
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1.16 Figures 

 

1.16.1 MVP on echocardiography 

 
Mitral valve prolapse involving the posterior leaflet. The leaflet prolapses into the left atrium during 

ventricular systole. LV, LA and PML denotes left ventricle, left atrium and posterior mitral valve leaflet 

respectively.  

 

Reproduced from Hayek E, Gring CN, Griffin BP. Mitral valve prolapse. Lancet 2005;365:507-18, with 

permission from Elsevier. 
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1.16.2 Pathological assessment of MVP 

 
Initial pathological assessment of voluminous mitral valve leaflet in a patient with mitral valve prolapse 

and sudden death. LA and PL denote left atrium and posterior mitral valve leaflet respectively.  

 

Reproduced from Barlow J, Bosman C, Pocock W, Marchand P. Late systolic murmurs and non-ejection 

("mid-late") systolic clicks. An analysis of 90 patients. British Heart Journal 1968;30:203-18, with 

permission from BMJ Publishing Group Ltd. 
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1.16.3 Initial echocardiography diagnosis of MVP 

 
Mitral valve prolapse demonstrated on 2-dimensional echocardiography using a parasternal long axis 

view. Panel A shows prolapse of both leaflets into the left atrium during ventricular systole. Panel B is a 

schematic representation. IVS, LV, AML and PML denotes interventricular septum, left ventricle 

(cavity), anterior mitral valve leaflet and posterior mitral valve leaflet respectively.  

 

Reproduced from Gilbert BW, Schatz RA, VonRamm OT, Behar VS, Kisslo JA. Mitral valve prolapse. 

Two-dimensional echocardiographic and angiographic correlation. Circulation 1976;54:716-23, with 

permission from Wolters Kluwer Health Inc.  
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1.16.4 MVP in apical view 

 
Images showing apparent mitral valve prolapse using an apical view (top images) with no evidence of 

mitral valve prolapse using a long-axis view (bottom images). VS, LV, RA and LA denotes ventricular 

septum, left ventricle (cavity), right atrium and left atrium respectively.  

 

Reproduced from Morganroth J, Mardelli TJ, Naito M, Chen CC. Apical cross-sectional 

echocardiography. Standard for the diagnosis of idiopathic mitral valve prolapse syndrome. Chest 

1981;79:23-8, with permission from Elsevier.  
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1.16.5 Saddle shape of mitral valve annulus 

 
The saddle shaped nature of the mitral valve annulus. The anterior-posterior points of the annulus (dashed 

line on top image) lie more atrial compared to the medial and lateral points of the annulus (dashed line on 

bottom image) leading to apparent prolapse in the apical (four-chamber) view but not in the long-axis 

view. Ant., Post., Ao, LA, LV, RA and RV denotes anterior, posterior, aorta, left atrium, left ventricle, 

right atrium and right ventricle respectively.  

 

Reproduced from Levine RA, Triulzi MO, Harrigan P, Weyman AE. The relationship of mitral annular 

shape to the diagnosis of mitral valve prolapse. Circulation 1987;75:756-67, with permission from 

Wolters Kluwer Health Inc.  
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1.16.6 Anatomy of the mitral valve 

 
 

Panel A shows the mitral valve (below) in cross section as viewed from the left atrium at the level of the 

annulus in relation to the aortic valve (above centre), pulmonary valve (above left) and tricuspid valve 

(above right). The mitral valve annulus is ‘D’ shaped with a straight border adjacent to the aortic valve. 

The anterior leaflet is rounded and attached to the straight border of the annulus while the posterior leaflet 

is crescent shaped and attached to the free border of the annulus. AC and PC denotes anterior commissure 

and posterior commissure respectively. Panel B shows a magnified view of the mitral valve and annulus. 

The anterior and posterior leaflet are divided into 3 scallops designated as A1, A2, A3 and P1, P2, P3 

respectively. Panel C show the mitral valve leaflet in relation to chordae tendineae and papillary muscle.  

 

Reproduced with permission from Verma S, Mesana TG. Mitral-valve repair for mitral-valve prolapse. 

New England Journal of Medicine 2009;361:2261-9, Copyright Massachusetts Medical Society.  
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1.16.7 Schematic representation of mitral annular disjunction 

 
The red double headed arrow shows separation of the posterior left ventricular wall and posterior mitral 

valve attachment to the left atrium.  

 

Reproduced from Carmo P, Andrade MJ, Aguiar C, Rodrigues R, Gouveia R, Silva JA. Mitral annular 

disjunction in myxomatous mitral valve disease: a relevant abnormality recognizable by transthoracic 

echocardiography. Cardiovascular Ultrasound 2010;8:53, with permission from BioMed Central Ltd. 
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1.16.8 Mitral annular disjunction on echocardiography 

 
Red arrow shows mitral annular disjunction. Yellow, green and blue arrowheads show chordae tendineae, 

anterior mitral valve leaflet and posterior mitral valve leaflet respectively. RV, LV, PW, Ao, LA denotes 

right ventricle, left ventricle, posterior wall, aorta and left atrium respectively.  
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1.16.9 Mitral annular disjunction on histology 

 
The distance of disjunction is separated by the top and bottom arrowheads. LA, MV, LV denotes left 

atrium (wall), mitral valve and left ventricle (wall) respectively.  

 

Reproduced with permission from Hutchins GM, Moore GW, Skoog DK. The association of floppy 

mitral valve with disjunction of the mitral annulus fibrosus. New England Journal of Medicine 

1986;314:535-40, Copyright Massachusetts Medical Society. 
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CHAPTER 2 

Mitral Valve Prolapse and Sudden Cardiac Death: A 

Systematic Review 

 

2.1 Overview 

 

Background: The relationship between mitral valve prolapse (MVP) and sudden 

cardiac death (SCD) remains controversial. In this systematic review, we evaluate the 

relationship between isolated MVP and SCD to better define a potential high-risk 

subtype. Additionally, we determine whether pre-mortem parameters could predict SCD 

in patients with MVP and the incidence of SCD in MVP. 

Methods and Results: Electronic searches were conducted in PubMed and Embase for 

all English literature articles published between 1960 and 2018 regarding MVP and 

SCD or cardiac arrest. We also identified articles investigating predictors of ventricular 

arrhythmias or SCD and cohort studies reporting SCD outcomes in MVP.  

From 2180 citations, there were 79 articles describing 161 cases of MVP with SCD or 

cardiac arrest. Median age was 30 years and 69% of cases were female. Cardiac arrest 

occurred during situations of stress in 47% and was due to VF in 81%. Premature 

ventricular complexes on Holter monitoring (92%) were common. Most cases had 

bileaflet involvement (70%) with redundancy (99%) and non-severe mitral regurgitation 

(83%). From 22 articles describing predictors for ventricular arrhythmias or SCD in 

MVP, leaflet redundancy was the only independent predictor of SCD. Incidence of SCD 

in with MVP was estimated at 217 events per 100,000 person-years.  
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Conclusions: Isolated MVP and SCD predominantly affects young females with 

redundant bileaflet prolapse, with cardiac arrest usually occurring due to ventricular 

arrhythmias. To better understand the complex relationship between MVP and SCD, 

standardised reporting of clinical, electrophysiological and cardiac imaging parameters 

with longitudinal follow-up is required. 

 

2.2 Introduction 

 

Mitral valve prolapse (MVP) is characterised by the atrial displacement of the mitral 

valve (MV) leaflet(s) during ventricular systole. The estimated prevalence of MVP is 

2.4% with equal sex distribution.4 

 

Although most MVP cases are thought to be benign, reported complications include 

mitral regurgitation (MR) requiring MV surgery, infective endocarditis, stroke and 

sudden cardiac death (SCD).1 The association between MVP and SCD (a potential high-

risk MVP subtype) has been reported but the underlying mechanisms remain poorly 

understood. It is postulated that SCD in individuals with MVP is due to ventricular 

arrhythmias (VAs),9, 52 although this association remains controversial.1, 4, 122 The initial 

description of MVP involved cardiac auscultation, cineangiography and 

histopathological examination.29 This led to an abundance of literature describing MVP 

at autopsy,37, 42, 43, 45, 179 provoking discussions about a causal relationship between MVP 

and SCD.  
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The application of M-mode and 2-dimensional echocardiography for the diagnosis of 

MVP posed challenges as the identification of MVP shifted from the long axis view,60, 

61 to either a long axis or apical 4-chamber view,66 and then back to the long axis view 

as the gold standard for diagnosing MVP.70 These changes resulted in a significant rise 

and fall in the prevalence of MVP,4, 71 with implications for the estimated incidence of 

SCD.  

 

We aimed to comprehensively evaluate all reported cases of MVP and SCD in the 

current literature to better characterise the potential high-risk MVP subtype and to 

determine whether clinical and diagnostic parameters can predict which patients with 

MVP were at higher risk of experiencing SCD. Furthermore, based on published 

studies, we provide an estimated incidence of SCD in MVP.  

 

2.3 Methods 

 

The data, analytic methods, and study materials will not be made available to other 

researchers for purposes of reproducing the results or replicating the procedure as 

source data for this systematic review are available from web-based medical libraries. 

 

2.3.1 Case identification and search strategy 

 

We conducted a literature search for cases of MVP with SCD or cardiac arrest in 

PubMed and Embase on January 1 2018 using Preferred Reporting Items for Systematic 

Reviews and Meta-Analyses (PRISMA) guidelines.241 PubMed search terms were 
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(“mitral valve prolapse” AND “cardiac arrest”) OR (“mitral valve prolapse” AND 

“sudden cardiac death”) OR (“mitral valve prolapse” AND “sudden death”) OR (“mitral 

valve prolapse” AND “arrhythmia”). Embase search terms were (“mitral valve 

prolapse” AND “heart ventricular fibrillation”) OR (“mitral valve prolapse” AND 

“heart arrest”) OR (“mitral valve prolapse” AND “sudden death”) OR (“mitral valve 

prolapse” AND “sudden cardiac death”) OR (“mitral valve prolapse” AND “heart 

ventricular tachycardia”) OR (“mitral valve prolapse” AND “heart arrhythmia”) OR 

(“mitral valve prolapse” AND “heart ventricular arrhythmia”). 

 

Titles and abstracts were screened for relevance by two reviewers (HH and FJH) and 

bibliographies of all included publications were screened to identify additional 

references. Screening of the above search result was also conducted to identify articles 

which investigated whether MVP patients had certain clinical, electrophysiological or 

imaging predictors that were associated with VAs or SCD. Finally, prospective studies 

of patients with MVP which reported SCD outcomes were included to estimate the 

incidence of SCD in MVP. Details of the search algorithm are shown in Figure 2.8.1.  

 

Included articles were any cases of MVP with SCD or MVP with cardiac arrest and 

documented rhythm reported in English. Cases of MVP and SCD were separated into 

isolated MVP (iMVP) and non-isolated MVP (non-iMVP) depending on whether there 

was another potential cause of death or cardiac arrest. Reports from case series were 

included if individual patient age and sex could be determined. Cases were excluded if 

they described VAs which did not result in cardiac arrest or survived cardiac arrest 
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without a documented rhythm. Reports were also excluded if published only in abstract 

form. 

 

Regarding predictors of SCD or VAs, we excluded articles which used normal subjects 

(as opposed to high versus low risk MVP) as controls. We also excluded articles with 

non-significant findings or outcomes which were not related to VAs or SCD. 

 

Regarding incidence of SCD in MVP, we included prospective studies, with mean 

patient age over 18 years, at least 100 patients and minimum follow-up duration of 24 

months.  

 

2.3.2 Statistical analysis 

 

Continuous data are presented as either medians with inter-quartile range (IQR) or 

means with standard deviations (SD) as indicated. Categorical data are presented as 

absolute numbers and percentages. 

 

2.4 Results 

 

In total, 161 cases of MVP with either SCD or cardiac arrest were identified from 79 

studies, with 123 cases of iMVP and 38 cases of non-iMVP. A further 22 studies 

investigated predictors of VAs or SCD. Comprehensive details of all included studies 

are presented in Tables 2.9.1 and 2.9.2. There were 3 studies which provided long term 

follow-up data regarding SCD in MVP.5, 58, 59 
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2.4.1 Clinical characteristics in iMVP and SCD 

 

Clinical characteristics of the cases are summarised in Table 2.7.1. The age-sex 

distribution of the index event of cardiac arrest or death is illustrated in Figure 2.8.2.  

 

For those with iMVP, the median age was 30 years (range 6 to 79 years), female sex 

accounted for 69% of cases and 61% were SCD cases. Median age for female cases was 

28 (IQR, 24-41) years and median age for male cases was 39 (IQR, 28-53) years. Two 

cases occurred in individuals aged under 10 (ages 6 and 7), and a further 6 cases in 

individuals between 10-18 years. Activity at the time of cardiac arrest included routine 

daily activities (46%), exertion related (23%), emotional stress (5%), sleeping (7%), 

driving (5%) and pregnancy related (4%). Seven cases had cardiac arrest while in 

hospital with 5 occurring in the setting of general anesthesia. 

 

Preceding symptoms included palpitations (58%), syncope (29%), chest pain (31%), 

dizziness (23%), and fatigue (8%). Only 21% of patients were reported to be 

asymptomatic prior to the index event. Three cases had a history of cardiac arrest, 

although none of these cases overlapped with those who had prior syncope. 

 

Prior medication use was reported in 32 cases, of which eight (25%) involved patients 

taking either a beta blocker or digoxin at the time of cardiac arrest or SCD and 50% 

who were not taking any medications. One patient was taking multiple psychotropic 

medications,242 while another case described MVP and SCD in a patient with markedly 

elevated concentrations of caffeine (from an energy supplement).192 
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A positive family history for SCD was reported in 14% of cases. One case described a 

possible familial cluster of malignant MVP involving a 14-year-old female with SCD 

and MVP, 3 first degree relatives with SCD (mother aged 36, sister aged 11, and brother 

aged 12 who had thickening of his mitral valve) and 3 of 7 remaining siblings with 

MVP.42 

 

2.4.2 Electrophysiological findings in iMVP and SCD 

 

Electrophysiological findings for cases of MVP and SCD or cardiac arrest are shown in 

Table 2.7.2.  

 

On baseline electrocardiogram (ECG), premature ventricular complexes (PVCs) were 

frequently reported (51%), while T-wave inversion in the inferior leads (24%) and other 

T-wave changes (19%) were also common. Seven cases described combined inferior 

and lateral T-wave changes. Normal baseline ECG was described in 32% of cases.  

 

Among patients who underwent Holter monitoring, PVCs and couplets were the most 

common finding (63%) followed by non-sustained VT (29%). No abnormalities were 

recorded in 8%.  

 

The site of origin of VT or PVCs was available (either reported or interpreted based on 

published ECG) in 6 cases. Both left and right bundle branch morphologies (in V1) 

were present with regard to VT or PVC origin. Four cases (all VT) published 12-lead 
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ECGs allowing for interpretation of possible VT origin (Figure 2.8.3).168, 178, 190, 243 

Cardiac arrest rhythm was reported in 53 cases and was due to VF (81%), VT (11%), 

TDP (4%), and asystole (4%). Six cases documented the initiation of malignant VAs 

with 5 cases showing PVC triggered polymorphic VT or VF (Figure 2.8.4).167, 171, 178, 183, 

189, 244 In total, there were 10 cases of autopsy confirmed MVP (6 with iMVP and 4 with 

non-iMVP) with documented cardiac rhythm at time of death – all had VF.31, 34, 35, 39, 179, 

181, 183, 188, 192, 193  

 

Programmed ventricular stimulation (PVS) was reported for 22 cases utilising various 

induction protocols. Findings included sustained VT (5%), non-sustained VT (23%), VF 

(18%), and no induction of VAs (55%). 

 

2.4.3 Cardiac imaging findings in iMVP and SCD 

 

Cardiac imaging findings for cases of MVP and SCD or cardiac arrest are shown in 

Table 2.7.3.  

 

Leaflet involvement was most commonly bileaflet (70%), then posterior leaflet (26%) 

and anterior leaflet (4%). Severe MR was present in 17% of cases. Six cases reported 

MV surgery (3 repair and 3 replacement) with 3 cases describing improvement in VAs 

(follow-up duration ranged from 2 to 3 years), 2 cases describing recurrent VT requiring 

treatment even after surgery and 1 case with unreported arrhythmia outcomes. 
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Two cases reported cardiac MRI findings. with one case reporting anteroseptal and 

posterior wall fibrosis while the other did not demonstrate late gadolinium 

enhancement. 

 

2.4.4 Cardiac structural findings in iMVP and SCD 

 

Cardiac structural findings are summarised in Table 2.7.4.  

 

Autopsy confirmation of MVP was documented in 73 of the 75 SCD cases. In total, 

72/73 (99%) cases which commented on the mitral valve described redundant leaflets. 

Median MV annulus circumference was 126mm based on 15 cases, while another 2 

cases reported a dilated annulus. Median anterior and posterior MV lengths were 30mm 

and 25mm respectively. Leaflet thickness was not reported in cases of iMVP and SCD. 

Chordae were described in 45 cases and included generalised abnormalities (62%), 

rupture (33%) and normal appearance (4%). 

 

Histological abnormalities in the left ventricle were described in 12/30 cases (40%) with 

three cases describing fibrosis involving the papillary muscles. From 27 cases which 

described other cardiac structural findings, 17 cases (63%) had no other abnormal 

findings, 5 cases (19%) had right ventricular fibrosis, 3 cases (11%) had tricuspid valve 

prolapse and 2 cases (7%) had evidence of prior endocarditis 

 

2.4.5 Non-isolated MVP cases 
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For cases of non-iMVP, there were 11 cases with a probable other cause of death or 

cardiac arrest including anomalous right coronary artery (2), significant left main 

coronary disease (1), diffuse coronary disease in the setting of pseudoxanthoma 

elasticum (1), coronary vasospasm (1), previous inferior infarct (1), arrhythmogenic 

right ventricular cardiomyopathy (1), Brugada syndrome (1), hypertrophic 

cardiomyopathy (1), dilated cardiomyopathy (1) and post-partum cardiomyopathy (1). 

There were a further 27 cases with another possible cause of death or cardiac arrest 

including non-specific left ventricular hypertrophy or cardiomegaly (12), conduction 

system fibrosis (2), possible side effect from anti-arrhythmic medications (13) and 

prolonged QTc (3) or a combination of the above. These cases are identified in Table 

2.9.1.  

 

2.4.6 Predictors of ventricular arrhythmias and SCD 

 

We identified 22 articles which reported a heterogeneous group of clinical, electrical 

and imaging predictors for MVP and its association to various clinical outcomes. A 

summary of all studies is presented in Table 2.7.5 and a full list in Table 2.9.2.  

 

Significant multivariate predictors of various outcomes include female sex and anterior 

mitral leaflet thickness for Lown grade ≥3 complex VAs, QTc dispersion and anterior 

mitral leaflet length for VT, moderate to severe MR with PVCs for VAs, degree of 

MVP and anterior mitral leaflet thickness for QT dispersion and leaflet redundancy for 

SCD. 
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2.4.7 Incidence of SCD in MVP 

 

We identified 3 prospective articles which described SCD events in patients with MVP, 

shown in Table 2.7.6.5, 58, 59 

 

Incidence of SCD ranged from 112-408 events per 100,000 person-years with an 

aggregate incidence of 217 events per 100,000 patient-years (total 13 event in 5985.4 

person-years of follow-up). One additional study described a pediatric cohort (mean age 

9.9 years) of patients with MVP with no SCD events during 814 person-years of follow-

up.57 

 

2.5 Discussion 

 

This systematic review of all identified cases of cardiac arrest in patients with MVP 

demonstrates the following key features in patients with iMVP and SCD: 

1. Clinical characteristics 

a. Median age of 30 years (range 6-79 years) and 69% were female  

b. 47% of cases occurred during physiological or psychological stress  

2. Cardiac electrophysiological findings 

a. Frequent PVCs or VAs (92% on Holter monitoring) 

b. VF is the primary rhythm (81%) in cardiac arrest and death 

3. Cardiac imaging findings 

a. Predominant (70%) bileaflet MVP 

b. Moderate MR or less in 83% 

4. Histopathological findings 
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a. Redundant leaflets in 99% 

b. Abnormal chordae in 96% 

5. Clinical predictors for SCD in MVP 

a. Lacks robust evidence with heterogenous predictors and endpoints 

b. Leaflet redundancy is the only independent predictor of SCD in patients 

with MVP 

6. Estimated incidence of SCD in MVP is 217 events per 100,000 person-years 

 

2.5.1 Clinical characteristics 

 

The median age at time of cardiac arrest or SCD was 30 years although this was 28 

years in females and 39 years in males. Age-sex distribution graph for the cases 

demonstrated a peak in female cases between 20 to 30 years consistent with previous 

data relating to iMVP and SCD.52, 111 Cases of MVP related cardiac arrest or SCD in 

males appeared evenly distributed throughout life. 

 

There appeared to be a disproportionately large number of cases (47%) related to 

situations of stress (physical, emotional, driving, pregnancy and in-hospital). The 

association between increased adrenergic state and complex VAs may provide a 

plausible explanation as to why autonomic fluctuations may be important in the 

pathogenesis of iMVP related SCD.224 

 

2.5.2 Cardiac electrical findings  
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From this large collection of MVP cases with cardiac arrest rhythm, VF appears to be 

primarily responsible for iMVP related SCD. Where documented, most were PVC 

triggered. Only 2 cases described cardiac arrest due to asystole, with one patient having 

exercise induced asystole and another a likely vagal reaction.202, 245 These findings 

support a primary arrhythmogenic cause of SCD in patients with iMVP.  

 

Common electrocardiographic changes included the presence of inferolateral T-wave 

inversion and PVCs on ECG and the presence of PVCs and VAs on Holter monitoring. 

However, despite the postulation that inferior T-wave changes on ECG are associated 

with a potentially high-risk MVP subtype,35, 52 prospective evidence is lacking. 

Similarly, despite reports of a high incidence of PVCs and VAs on Holter monitoring,217 

these findings have not been prospectively correlated to SCD events in MVP patients.  

 

Inducible VAs on PVS does not appear to predict SCD events in patients with MVP.175 

Two cases in this study reported PVS findings prior to SCD and both cases did not 

induce VAs.173, 181 Additionally, only 1/22 cases (5%) had sustained VT during PVS 

suggesting that arrhythmia initiation is PVC triggered rather than re-entrant scar related. 

As such, the role of electrophysiological testing in identifying a potential high-risk 

MVP subtype may be limited.  

 

2.5.3 Cardiac imaging findings 

 

The presence of bileaflet prolapse has been associated with an increased rate of VAs 

and cardiac arrest.52, 114 This is consistent with our findings where a bileaflet phenotype 
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was present in 70% of cases of SCD or cardiac arrest. The association between bileaflet 

prolapse, mitral annular disjunction and VAs indicates that mitral apparatus 

abnormalities likely plays a contributory role in the development of malignant VAs.118 

 

Although prior studies suggest that severe MR is correlated with VAs,122 we found no 

association between the two. Where degree of MR was reported, the majority (83%) 

experienced cardiac arrest in the setting of non-severe MR. Whether surgery on the MV 

may mitigate risk of cardiac arrest is also unclear. Patients who underwent MV surgery 

had variable results including 2 cases that experienced recurrent VAs requiring 

defibrillator therapy post MV surgery.240 The lack of systematic reporting and long-term 

follow-up limits our interpretation. 

 

Other cardiac imaging parameters which may be important include degree of 

redundancy,5 mitral annular dilatation,118 mitral annular disjunction,118 and anterior 

mitral leaflet thickness and length.111, 112 Unfortunately, few studies documented 

findings in regard to these parameters. Furthermore, although previous work has 

suggested that radiological myocardial fibrosis may be a trigger for complex VAs in 

MVP,9, 114 results from cardiac MRI was only available in 2 studies limiting 

interpretation. Studies which prospectively evaluate cardiac imaging parameters with 

systematic reporting of longitudinal outcomes are required. 

 

2.5.4 Cardiac structural findings  
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Where reported, 99% of cases described mitral leaflet redundancy and MV annulus 

diameter was dilated compared with population data.92 Anterior and posterior mitral 

leaflet length were also greater than otherwise expected.85 Abnormal chordal findings 

were present in 96% of cases. The combination of morphological valve distortion and 

chordal abnormalities are consistent with other autopsy studies of patients with MVP,85, 

90 and provide further support that mitral apparatus abnormalities have a contributory 

role in the development of SCD.  

 

There were 30 cases where cardiac histopathological findings were described. Among 

these, 12 cases reported abnormal left ventricular histological changes including three 

cases which specifically described histological abnormalities involving the papillary 

muscles. Left ventricular fibrosis, especially near the papillary muscles, is described in 

autopsy patients with MVP and may provide a substrate for the development of VAs.9, 

96 These findings suggest that both diffuse and focal changes within the left ventricle 

occur in patients with MVP which may act as a substrate for the development of VAs.  

 

2.5.5 Findings in non-iMVP 

 

As described, there was a subset of patients with SCD and MVP but also other cardiac 

abnormalities.  

 

SCD is likely attributable to significant coronary artery disease, dilated or hypertrophic 

cardiomyopathy, Brugada syndrome and arrhythmogenic right ventricular 

cardiomyopathy in cases with these co-existent conditions.  
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Other co-existent findings are more contentious. Anatomical findings such as mild left 

ventricular hypertrophy or cardiomegaly at autopsy have been described in relation to 

MVP,10 and could indicate that pathological changes of the ventricle in otherwise 

“iMVP” is a contributor to SCD events. Additionally, 13 patients were on 

antiarrhythmic medications. It is prudent to consider that while these medications in 

themselves may have pro-arrhythmic side effects, these medications were likely 

administered to treat pre-existing VAs in the cases. Finally, findings of prolonged QTc 

may also reflect underlying repolarisation abnormalities in patients with MVP which 

has also been previously described.112, 113 

 

2.5.6 Challenges in predicting SCD in patients with iMVP 

 

Studies investigating pre-mortem predictors of SCD in MVP are limited.  One 

prospective study demonstrated that leaflet redundancy was an independent predictor of 

SCD.5 Some controversy surrounds the risk of bileaflet MVP with one study suggesting 

that it was associated with appropriate ICD therapies,52 whilst another suggested that 

bileaflet MVP was associated with lower all-cause mortality based on registry data.115 

 

Pre-mortem predictors of VAs are difficult to validate in the current collection of cases. 

Some predictors such as leaflet redundancy, bileaflet MVP and inferolateral T-wave 

inversion on ECG were only available in approximately half the case reports while 

degree of MR was available for about one-quarter of cases. Other potential predictors 

such as catecholamine levels, late potentials, QT dispersion, anterior mitral leaflet 
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thickness and length, mitral annular disjunction, presence of late-gadolinium 

enhancement and myocardial T1 time were either scarcely reported or not reported.  

 

Additionally, many studies have used VAs or repolarisation abnormalities as surrogate 

end-points for SCD (Table 2.7.2) due to the relatively low event rates of SCD. These 

end-points which include NSVT, Lown grade VAs of varying degrees, PVC frequency, 

exercise induced PVCs, presence of papillary muscle PVCs, PVC reduction post MV 

surgery, corrected QT interval or QT dispersion are yet to be validated as predictors of 

SCD in the MVP population. 

 

The heterogeneous nature of these predictors and end-points limits comparisons 

between studies. As such, despite the numerous cases reporting SCD or cardiac arrest in 

MVP, there is limited evidence that such outcomes can be reliably predicted. 

 

2.5.7 Incidence of SCD in MVP 

 

Our findings suggest that the overall incidence of SCD in MVP was 217 events per 

100,000 person-years based on 3 prospective studies, although the presence of leaflet 

redundancy may signal a higher risk cohort. Extrapolation of data from Nishimura et al. 

suggests an approximate event rate of 998 per 100,000 person-years in those with 

evidence of leaflet redundancy.5 

 

Comparisons to population data is inherently limited (Figure 2.8.5). More recent 

population based studies indicate that the incidence of SCD in the general population 
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has decreased from 94-97 events per 100,000 person-years in the 1990s to 42-53 events 

per 100,000 person-years in the 2000s,11, 12, 14-16 although advances in resuscitation 

methods may account for some of this difference. Framingham data (involving an older 

and more male predominant cohort) suggests that the SCD risk in the general population 

was approximately 130 events per 100,000 person-years during the 1980s,15 around the 

time of the 3 prospective studies.  

 

2.5.8 Limitations 

 

This is the largest systematic review of published cases of MVP and SCD or cardiac 

arrest. We sought to provide a comprehensive insight into the clinical, electrical, 

imaging and histopathological characteristics. Our results highlight some significant 

challenges when attempting to characterise a potential high-risk MVP subtype. 

 

The cases which describe MVP and SCD or cardiac arrest span over 50 years. Our 

understanding of MVP has evolved significantly over that time. Changes in clinical 

medicine affect the reproducibility of various diagnostic tests, especially 

echocardiography for the diagnosis of MVP. Information regarding clinical, electrical, 

imaging and histopathological characteristics were inconsistently described and are 

subject to reporting and publication bias. Notably, a lack of systematic reporting 

regarding these characteristics likely affected their prevalence within this collection of 

cases. 
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Further work is required to validate many of the current reported predictors. The 

disconnect between pre-mortem predictors and available information from SCD cases 

limits our ability to determine whether these factors may be important in the 

development of SCD and cardiac arrest. 

 

Finally, despite all the published literature hypothesizing that SCD in MVP is due to 

malignant VAs, there are only 10 cases describing autopsy proven MVP with 

documentation of cardiac arrest rhythm. Further correlation of cardiac arrest rhythm and 

pathological description may be important. 

 

2.6 Conclusion 

 

Our systematic review indicates that iMVP and SCD predominantly affects young 

females. The MV is frequently redundant with bileaflet prolapse, associated chordal 

abnormalities and non-severe MR. Electrophysiological changes include frequent PVCs 

on Holter monitoring and VF as the predominant cardiac arrest rhythm.  

 

Current predictors for SCD events in iMVP lack robust evidence. To better understand 

the complex relationship between MVP and SCD, standardised reporting of clinical, 

electrophysiological, echocardiographic and other cardiac imaging variables, with 

documentation of long-term outcomes is required.  
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2.7 Tables 

2.7.1 Baseline characteristics in cases of MVP and SCD or cardiac arrest 
Baseline Characteristics 

 All cases (n=161) iMVP (n=123) Non-iMVP (n=38) 

Age (years)    

  Range 6-79 6-79 8-76 

  Mean (SD) 37 ± 16 36±16 40±17 

  Median (IQR) 32 (25-51) 30 (25-47) 36 (26-56) 

Female sex  109 (68%) 85 (69%) 24 (63%) 

Sudden cardiac death 100 (62%) 75 (61%) 25 (66%) 

Circumstances of death     

or cardiac arrest n=98 (%) n=74 (%) n=24 (%) 

  Sleeping 6 (6) 5 (7) 1 (4) 

  Normal daily activity* 45 (46) 34 (46) 11 (46) 

  Exertion or soon after† 22 (22) 17 (23) 5 (21) 

  Emotional stress 6 (6) 4 (5) 2 (8) 

  Driving 4 (4) 4 (5) 0  

  Anesthesia related‡ 6 (6) 5 (7) 1 (4) 

  Pregnancy related§ 4 (4) 3 (4) 1 (4) 

  Witnessed in hospital 5 (5) 2 (3) 3 (13) 

Prior symptoms|| n=71 (%) n=48 (%) n=23 (%) 

  Dizziness 14 (20) 11 (23) 3 (13) 

  Syncope 25 (35) 14 (29) 11 (48) 

  Dyspnea 9 (13) 5 (10) 4 (17) 

  Chest pain 20 (28) 15 (31) 5 (22) 

  Palpitations 39 (55) 28 (58) 11 (48) 

  Fatigue 6 (8) 4 (8) 2 (9) 

  None 12 (17) 10 (21) 2 (9) 

Previous cardiac arrest n=20 (%) n=14 (%) n=6 (%) 

  Yes# 8 (40) 3 (21) 5 (83) 

  No 12 (60) 11 (79) 1 (21) 

Medication use n=57 (%) n=32 (%) n=25 (%) 

  Digoxin 7 (13) 1 (3) 6 (24) 

  Beta-blocker** 16 (28)  7 (22) 9 (36) 

  Class 1†† 10 (18) 0 10 (40) 

  Amiodarone 1 (2) 0 1 (4) 

  Other medications‡‡ 15 (26) 9 (28) 6 (24) 

  Nil 17 (30) 16 (50) 1 (4) 

Family history of SCD n=28 (%) n=22 (%) n=6 (%) 

  Yes 4 (14) 3 (14) 1 (17) 

  No 24 (86) 19 (86) 5 (83) 

iMVP, isolated mitral valve prolapse; IQR, inter-quartile range; SCD, sudden cardiac death; SD, standard 

deviation. 

*Includes death at home, work (non-physical), or during commute 

†1 case was post sexual intercourse 

‡4 cases during induction, 1 case during anesthesia reversal, 1 case during peripheral arterial puncture 

§2 cases were pregnant, 1 case during epidural injection, 1 case (classified as non-iMVP) was 2 days 

post-partum with likely tachycardia mediated cardiomyopathy due to permanent junctional reciprocating 

tachycardia 

||Multiple symptoms in some cases 

#3 cases with documented ventricular fibrillation 

**2 patients taking sotalol (classified as non-iMVP) 

††Includes propafenone, procainamide, mexilitine, quinidine, disopyramide and flecainide 

‡‡Includes amoxicillin, diuretics, anti-epileptics, primidone, methyldopa, perindopril, trastuzumab, 

inhaled glucocorticosteroids, danazol, domperidone and various psychotropic agents in 3 cases 
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2.7.2 Electrical findings in cases of MVP and SCD or cardiac arrest 
Electrical Findings 

 All cases iMVP Non-iMVP 

Baseline ECG changes* n=81 (%) n=59 (%) n=22 (%) 

  Inferior TWI† 15 (19) 14 (24) 1 (5) 

  Other ST-T changes‡ 16 (20) 11 (19) 5 (23) 

  PVCs§ 40 (49) 30 (51) 10 (45) 

  Normal 23 (28) 19 (32) 4 (18) 

  Atrial fibrillation 9 (11) 5 (8) 4 (18) 

  Left ventricular hypertrophy 5 (6) 2 (3) 3 (14) 

  Other|| 9 (11) 5 (8) 4 (18)  

Holter findings n=36 (%) n=24 (%) n=12 (%) 

  No PVCs 4 (11) 2 (8) 2 (17) 

  PVCs & couplets only 20 (56) 15 (63) 5 (42) 

  Non-sustained VT 10 (28) 7 (29) 3 (25) 

  TDP/VF 2 (6) 0 2 (17) 

Cardiac arrest rhythm n=72 (%) n=53 (%) n=19 (%) 

  VF 58 (81) 43 (81) 15 (79) 

  VT 9 (13) 6 (11) 3 (16) 

  TDP 3 (4) 2 (4) 1 (5) 

  Asystole 2 (3) 2 (4) 0 

PVS findings n=26 (%) n=22 (%) n=4 (%) 

  Normal 13 (50) 12 (55) 1 (25) 

  Non-sustained VT 6 (23) 5 (23) 1 (25) 

  Sustained VT 2 (8) 1 (5) 1 (25) 

  VF 5 (19) 4 (18) 1 (25) 

Site of origin of PVCs or VT n=10 (%) n=6 (%) n=4 (%) 

  Left ventricle 3 (30) 2 (33) 1 (25) 

  Right ventricle 5 (50) 4 (67) 1 (25) 

  Both 2 (20) 0 2 (50) 

PVCs, premature ventricular complexes; TDP, torsades de-pointes; TWI, T-wave inversion; VF, 

ventricular fibrillation; VT, ventricular tachycardia. 

*Multiple changes in some cases 

†All leads (11 cases), lead III (1 case), leads II and III (2 cases), leads III and aVF (1 case) 

‡TWI in lateral leads (7 cases), TWI in V1-3 (1 case), diffuse changes (1 case), not specified (7 cases) 

§Includes multiple PVCs (1), multifocal PVCs (6), bigeminy (3) and couplets (1) 

||Includes premature atrial complexes, bundle branch blocks and accessory pathway (iMVP cases); 

Brugada pattern, prolonged QT, left axis deviation and poor R-wave progression (non-iMVP cases) 
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2.7.3 Imaging findings in cases of MVP and SCD or cardiac arrest 
Imaging Findings 

 All cases iMVP Non-iMVP 

Leaflet involvement* n=83 (%) n=57 (%) n=26 (%) 

  Bileaflet 57 (69) 40 (70) 17 (65) 

  Posterior leaflet 23 (28) 15 (26) 8 (30) 

  Anterior leaflet 3 (4) 2 (4) 1 (4) 

MR severity n=38 (%) n=23 (%) n=15 (%) 

  Nil/trivial 9 (24) 6 (26) 3 (20) 

  Mild 12 (32) 9 (39) 3 (20) 

  Moderate 8 (21) 4 (17) 4 (27) 

  Severe 9 (24) 4 (17) 5 (33) 

*Determination based on either non-invasive imaging reports and/or autopsy reports 
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2.7.4 Cardiac structural findings 

IQR, inter-quartile range. 

*Includes descriptive terms myxomatous, ballooned, thickened, nodose, hooding, floppy, voluminous, 

opaque, edematous 

†3 additional cases reported a dilated annulus without measurement 

‡Descriptions included elongated, thickened and/or fused 

§15 normal samples were from 1 series (all samples in that series were normal)45 

||Heterogeneous group of descriptors including: fibrosis affecting the interventricular septum (3), 

interstitial fibrosis (5), extensive papillary muscle fibrosis (1), slight papillary muscle fibrosis (2), 

subendocardial fibrosis affecting the papillary muscles (2), presence of myxomatous material within the 

papillary muscles (1), multifocal necrosis (3), high grade LVH changes (1), degenerated elastic fibres (1) 

#1 case with arrhythmogenic right ventricular cardiomyopathy (non-iMVP) 

**Includes left main coronary disease (1), anomalous right coronary artery (2), coronary vasospasm (1), 

prior inferior infarct (1), significant diffuse coronary disease in the setting of pseudoxanthoma elasticum 

(1) 

††Includes tricuspid valve prolapse (3) and previous endocarditis (2) (iMVP cases); significant 

conduction system fibrosis (1) (non-iMVP case) 

  

Cardiac Structural Findings 

 All cases iMVP Non-iMVP 

Mitral valve changes n=88 (%) n=73 (%) n=15 (%) 

  Redundant leaflet(s)* 87 (99) 72 (99) 15 (100) 

  Annulus circumference (mm)† n=19 n=15 n=4 

    Range 96-160 100-160 96-135 

    Median (IQR) 125 (100-136) 126 (113-138) 106 (97-120) 

  Anterior leaflet length (mm) n=15 n=13 n=2 

    Range 20-35 20-35 20-28 

    Median (IQR) 30 (25-30) 30 (25-30)  

  Posterior leaflet length (mm) n=16 n=13 n=3 

    Range 15-30 15-30 15-30 

    Median (IQR) 25 (20-30) 25 (20-30) 28 

Chordal changes n=56 (%) n=45 (%) n=11 (%) 

  Normal 3 (5) 2 (4) 1 (9) 

  Abnormal‡ 37 (66) 28 (62) 9 (82) 

  Ruptured 16 (29) 15 (33) 1 (9) 

Left ventricle histology n=40 (%) n=30 (%) n=10 (%) 

  Normal§ 20 (50) 18 (60) 2 (20) 

  Abnormal|| 20 (50) 12 (40) 8 (80) 

Other cardiac abnormalities n=50 (%) n=27 (%) n=23 (%) 

  Left ventricular hypertrophy or cardiomegaly 14 (28) 0 14 (61) 

  Right ventricular fibrosis# 6 (12) 5 (19) 1 (4) 

  Coronary artery disease** 6 (12) 0 6 (26) 

  Other†† 6 (12) 5 (19) 1 (4) 

  Nil 18 (36) 17 (63) 1 (4) 
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2.7.5 Predictors of ventricular arrhythmias or SCD 

 

 

Author Year Study 

population 

Predictor/association Outcome/Endpoint 

Clinical 

 Gaffney246 1979 MVP Higher heart rate 

Lower cardiac index 

Clinical severity (combination of 

symptoms and VAs) 

 Puddu215 1983 MVP Plasma catecholamine 

level 

QTc  

 Sniezek224 1992 MVP Adrenaline excretion Complex VAs (Lown grade ≥3)  

 Zuppiroli111 1994 MVP Female Complex VAs (Lown grade ≥3)* 

 Babuty123 1994 MVP Age (older) Complex VAs (Lown grade ≥3) 

 Naksuk247 2016 MV surgery Age (younger) PVC reduction post-surgery in 

BiMVP 

 Fulton114 2017 MVP Female PVCs from PM 

Electrical 

 Campbell248 1976 MVP  Inferolateral T-wave 

changes  

VT (>100bpm for ≥3 beats) or 

VF 

 Babuty123 1994 MVP Late potentials VT (≥3 beats) 

 Bobkowski226 2002 MVP Late potentials VAs (Lown grade ≥1) and VT 

(>120bpm for ≥4 beats)  

 Akcay112 2010 MVP QTc dispersion VT (>120bpm for ≥3 beats)* 

Imaging 

 Shah121 1982 MVP MR Complex VAs (Lown grade ≥3) 

 Nishimura5 1985 MVP Redundant leaflets Sudden death* 

 Kligfield122 1985 MVP MR VAs (>1% PVC frequency or 

exercise induced PVCs/VT or 

Lown grade ≥4 complex VAs) 

 Sanfilippo110 1989 MVP Anterior leaflet thickness 

MR 

VAs (≥10 PVCs/hr or VT at 

≥100bpm for ≥3 beats) 

 Zuppiroli111 1994 MVP Anterior leaflet thickness Complex VAs (Lown grade ≥3)* 

 Babuty123 1994 MVP MR  Complex VAs (Lown grade ≥3) 

 Zouridakis113 2001 MVP MVP degree 

Anterior leaflet thickness 

QT dispersion* 

 Turker124 2010 MVP Moderate-severe MR VAs (Lown grade ≥1)* 

 Carmo88 2010 MVP Mitral annular disjunction Non-sustained VT (NS) 

 Han89 2010 MVP LGE in PM Complex VAs (Lown grade ≥4) 

 Akcay112 2010 MVP Anterior leaflet length VT (>120 bpm for ≥3 beats)* 

      

 Sriram52 2013 OHCA BiMVP Appropriate ICD therapies at 

follow-up 

 Basso9 2015 MVP LGE Complex VAs (Lown grade ≥4b 

or VF) 

 Nordhues115 2016 MVP BiMVP All-cause mortality 

 Bui127 2017 MVP Myocardial T1 time Complex VAs (Lown grade ≥3) 

 Fulton114 2017 MVP BiMVP 

LGE in PM 

PVCs from PM 

BiMVP, bileaflet MVP; ICD, implantable cardiac defibrillator; LGE, late gadolinium enhancement; MR, 

mitral regurgitation; MV, mitral valve; OHCA, out of hospital cardiac arrest; NS, not specified; PM, 

papillary muscle; PVCs, premature ventricular complexes; VAs, ventricular arrhythmias; VF, ventricular 

fibrillation; VT, ventricular tachycardia. 

*Significant result on multivariate analysis; significant univariable predictors not presented 
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2.7.6 Prospective follow-up studies in MVP with SCD rates 

Study Patients Mean 

age* 

Females Mean 

follow-up* 

SCD events / 100,000 

patient years 

Nishimura5 237† 44 142 6.2 408 

Duren58 300 42 164 6.2 219 

Zuppiroli59 316 42 220 8.5 112 

SCD, sudden cardiac death. 

*In years 

†97 patients had redundant leaflets – all cases of SCD occurred in those with redundant leaflets 
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2.8 Figures 

2.8.1 Search algorithm 

 
MVP, mitral valve prolapse; SCD, sudden cardiac death. 
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2.8.2 Age at time of death or cardiac arrest in MVP according to sex 
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2.8.3 12-lead electrocardiograms of ventricular tachycardia 

 
iMVP, isolated mitral valve prolapse. 

a. Left bundle morphology, inferior axis (iMVP).168 

b. Left bundle morphology, inferior axis (non-iMVP, patient taking procainamide).178 

c. Left bundle morphology, superior axis (iMVP).190 

d. Right bundle morphology, superior axis (iMVP).243 
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2.8.4 Documented onset of ventricular arrhythmias 

 
iMVP, isolated mitral valve prolapse; PVC, premature ventricular complex; VF, ventricular fibrillation; 

VT, ventricular tachycardia. 

a. Late diastolic PVC triggered polymorphic VT (non-iMVP, patient had arrhythmogenic right ventricular 

cardiomyopathy)167 

b. Possible PVC triggered polymorphic VT (iMVP)171 

c. Monomorphic VT with pace termination (non-iMVP, patient taking procainamide)178 

d. Late diastolic couplets triggering VT then VF (iMVP)183 

e. Late diastolic PVC triggered polymorphic VT with multiple PVC morphologies in rhythm strip 

(iMVP)189 

f. Long pause followed by supraventricular beat then early diastolic PVC triggered VF with multiple PVC 

morphologies in rhythm strip (iMVP)244 
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2.8.5 SCD incidence in MVP versus population studies 

MVP, mitral valve prolapse; SCD, sudden cardiac death. 
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2.9 Supplemental Materials 

2.9.1 All cases included in study 

Year Author Cases Description 

1968 Barlow30 1 Review of 90 patients with non-ejection systolic click and late 

systolic murmurs. 

1 case of 39M with SCD. (iMVP) 

1970 Trent31 1 Report of 63F with MVP and SCD. (non-iMVP) 

1971 Jeresaty249 1 Review of 24 patients with mitral ballooning on angiography.  

1 case of 62F with SCD. (iMVP) 

1973 Jeresaty33 1 Review of 100 patients with non-ejection click or MVP on left 

ventriculography. 

1 case of 44F with SCD. (iMVP) 

1 case of 62F with SCD (repeat case). 

1973 Shappell32 1 Report of 27F with MVP and SCD. (non-iMVP) 

1974 Marshall250 1 Report of 2 cases (27F and 36F) with MVP and SCD. (1 case iMVP 

and 1 case non-iMVP) 

Case of 27F (repeat case). 

1975 Shappell166 1 Series of 4 patients with MVP. 

1 case of 23F with VF. (iMVP) 

2 cases (27F and 36F) of SCD (repeat cases). 

1 case of NSVT (not included). 

1976 Jeresaty35 2 Summary of 12 cases of MVP and SCD. 

2 cases (39F and 40M) included. (both iMVP) 

7 cases previously reported. 

3 cases of personal communication without individual age or gender 

(not included). 

1976 Kleid34 1 Report of 38F with MVP and SCD. (iMVP) 

1976 Ritchie167 1 Report of 56M with MVP and VF. (non-iMVP) 

1976 Winkle168 5 Series of 7 patients with MVP and VAs. 

3 cases with VF and 2 cases with VT. (4 cases iMVP and 1 case non-

iMVP) 

2 cases excluded (1 with unmonitored cardiac arrest and 1 NSVT). 

1977 Cobbs251 1 Report of 39F with MVP and VF. (iMVP) 

1977 Mills36 2 Follow-up of 53 patients with MVP.  

1 case of 58M with SCD. (non-iMVP) 

1 case of 26F with VF. (iMVP) 

1978 Davies37 13 Review of 90 cases of MVP at autopsy.  

13 cases with MVP and SCD (12 cases iMVP and 1 case non-iMVP). 

1979 Forbes170 1 Report of 25F with MVP and VF on anaesthesia induction. (non-

iMVP) 

1979 Watts252 1 Report of 26F with MVP and VF. (iMVP) 

1980 Anderson253 2 Report of 2 cases (both 21F) with MVP and SCD. (both iMVP) 

1980 Bennett171 1 Report of 15F with MVP and TDP. (iMVP) 

1980 Mair38 3 Series of 3 cases (25F, 29F and 35F) with MVP and SCD. (all iMVP) 

1980 Mautner172  2 Review of 22 patients with MVP and PVCs. 

1 case of 51F with VF. (iMVP) 

1 case of 50M with VT during anesthesia induction. (iMVP) 

1981 Bharati40 1 Report of 45M with MVP and SCD. (iMVP) 

1981 Salmela39 1 Report of 27M with MVP and SCD. (non-iMVP) 

1982 Noneman254 1 Report of 29M with MVP and VF. (iMVP) 

1982 Vesterby255 3 Series of 3 cases (23F, 68M, 55M) with MVP and SCD. (1 case 

iMVP and 2 cases non-iMVP) 

1982 Virmani256 1 Review of 30 autopsies in joggers. 

1 case of 27M with MVP and SCD. (iMVP) 

1983 Bharati41 2 Series of 3 cases of SCD in teenagers. 
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2 cases (17M and 19F) with MVP. (both iMVP) 

1983 Chesler42 14 Series of 14 cases of MVP and SCD. (all iMVP) 

1983 Conklin257 1 Report of 22F with MVP and VT during labor. (iMVP) 

1983 Morady173 2 Series of 31 patients with VAs undergoing EPS. 

2 patients (28F and 39F) with MVP and VF. (both iMVP) 

1984 Kempf174 1 Series of 27 cases with SCD on ambulatory ECG monitoring. 

1 case of 31F with MVP. (non-iMVP) 

1984 Pocock43 1 Report of 24F with MVP and SCD. (non-iMVP) 

1985 Andre-Fouet258 1 Report of 19M with MVP and SCD. (iMVP) 

1985 Rosenthal175 5 Series of 20 patients with MVP and VAs. 

5 patients with VF. (all iMVP) 

1985 Sakuma176 1 Report of 54M with MVP, coronary vasospasm and VF. (non-iMVP)  

1986 Casthely177 1 Report of 7M with MVP and VF during anaesthesia induction. 

(iMVP) 

1986 Higgins178 1 Report of 36F with MVP and VT. (non-iMVP) 

1986 Hoffman259 1 Report of 32F with MVP and VF. (iMVP) 

1987 Broustet260 1 Report of 28F with MVP and SCD. (non-iMVP) 

1988 Goldhammer202 1 Report of 46M with MVP and asystole. (iMVP) 

1988 Scala-Barnett179 4 Series of 4 cases of MVP and SCD. (2 cases iMVP and 2 cases non-

iMVP) 

1988 Strasberg261 1 Report of 27M with MVP and VF. (iMVP) 

1988 Vlay262 1 Report of 24F with MVP and SCD. (iMVP) 

1989 Abraham245 1 Report of 33F with MVP and asystole during anesthesia. (iMVP) 

1989 Topaz180 2 Series of 22 patients with cardiac arrest. 

2 patients [19M (also anomalous RCA) and 28M] with MVP. (1 case 

iMVP and 1 case non-iMVP) 

1989 Martini263 2 Series of 6 cases with VF. 

2 cases (14F and 35M) with MVP. (both iMVP) 

1990 Boudoulas181 9 Series of 9 patients with MVP and cardiac arrest. (8 cases iMVP and 

1 case non-iMVP) 

1990 Corrado44 2 Series of 22 athletes with SCD. 

2 cases (17F and 23M) with MVP. (both iMVP) 

1990 Nelson-Piercy264 1 Report of 67M with MVP, anomalous RCA and VF. (non-iMVP) 

1990 Sadaniantz265 0 Report of 27M with MVP and SCD (repeat case). 

1991 Dollar45 15 Review of 56 cases of MVP at autopsy. 

15 cases of SCD related to MVP. (14 cases iMVP and 1 case non-

iMVP) 

1993 Vohra182 2 Series of 7 patients with MVP and VAs. 

2 cases (28M and 45M) with SCD. (both non-iMVP) 

1995 Martini183 1 Report of 42F with MVP, ARVC and SCD. (non-iMVP) 

1997 Moritz184 1 Report of 6F with MVP and VF during anaesthesia induction. 

(iMVP) 

1997 Wilde266 1 Report of 34M with MVP and VF. (iMVP) 

1998 Ronneberger46 1 Report of 8M with MVP and SCD. (non-iMVP) 

2000 Nolte193 1 Report of 26F with MVP, diffuse CAD due to PXE and SCD. (non-

iMVP) 

2001  Cannon192 1 Report of 25F with MVP and SCD. (iMVP) 

2003 Abello267 1 Report of 28F with MVP and VF during pregnancy. (iMVP) 

2003 Ciancarmerla268 1 Report of 49M with MVP and SCD. (iMVP) 

2003 Nishida269 1 Series of 3 cases of SCD and alcohol abuse. 

1 case of 37F with MVP. (non-iMVP) 

2004 Chirachariyavej270 1 Report of 38M with MVP and SCD. (iMVP) 

2004 Frassati242 3 Series of 14 cases of SCD in psychiatric patients. 

3 cases (22M, 51M and 57M) with MVP. (1 case iMVP and 2 cases 

non-iMVP) 

2005 Zeidan185 1 Report of 21F with MVP and VF during anaesthesia reversal. (iMVP) 
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2007 Anders47 6 Series of 6 cases of MVP and SCD. (iMVP) 

2007 Kesavan271 1 Report of 75F with MVP, CAD and VT. (non-iMVP) 

2007 Knackstedt186 1 Report of a 54M with MVP and VF. (iMVP) 

2010 Franchitto188 1 Report of 25F with MVP and SCD. (iMVP) 

2010 Oliviera272 1 Report of 57F with MVP and SCD (also heart failure on 

trastuzumab). (non-iMVP)  

2011 Rordorf273 1 Report of 32F with MVP and VF (also DCM post-partum with 

PJRT). (non-iMVP) 

2014 Abbadi189 1 Report of 26F with MVP and VF. (iMVP) 

2014 Rajani190 1 Report of 27F with MVP and TDP. (iMVP) 

2015 Lin243  1 Report of 30F with MVP and VT during pregnancy. (iMVP) 

2015 Desai274 1 Report of 55M with MVP and SCD. (iMVP) 

2015 Fais275 1 Report of 47F with MVP and SCD. (iMVP) 

2016 Ahmed191 1 Report of 45M with MVP and VT. (iMVP) 

2016 Vaidya240 5 Series of 5 patients with MVP, ICD and history of MV surgery (1 

case also had HCM). (2 cases iMVP and 3 cases non-iMVP) 

2017 Cacko276 1 Report of 28F with MVP and VF. (iMVP) 

2017 Martini277 1 Report of 58M with MVP and VF (also Brugada ECG). (non-iMVP) 

2017 Saha244 1 Report of 26F with MVP and VF during pregnancy. (iMVP) 

SCD, sudden cardiac death; MVP, mitral valve prolapse; VF, ventricular fibrillation; NSVT, non-

sustained ventricular tachycardia; VAs, ventricular arrhythmias; EPS, electrophysiology study; VT, 

ventricular tachycardia; TDP, torsade de pointes; PVCs, premature ventricular complexes; RCA, right 

coronary artery; ARVC, arrhythmogenic right ventricular cardiomyopathy; PXE, pseudoxanthoma 

elasticum; CAD, coronary artery disease; DCM, dilated cardiomyopathy; PJRT, persistent junctional 

reciprocating tachycardia, ICD, implantable cardiac defibrillator;  MV, mitral valve; HCM, hypertrophic 

cardiomyopathy 
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2.9.2 Predictors of ventricular arrhythmias or SCD 
 

 

Author Year Study N (% 

Female) 

Age 

range 

Study 

population 

Diagnostic 

criteria 

Predictor/association Outcome/Endpoint 

Clinical 

 Gaffney246 1979 Prospective 

Cohort 

19 (100)* 19-46 MVP M-mode or 

auscultation 

Higher heart rate 

Lower cardiac index 

Clinical severity (combination of 

symptoms and VAs) 

 Puddu215 1983 Prospective 

Cohort 

15 (67) NR MVP Echo (NS) Plasma catecholamine 

level 

QTc (supine) 

 Sniezek224 1992 Prospective 

Cohort 

53 (58) 19-52 MVP Echo (LAX) Adrenaline excretion Complex VAs (Lown grade ≥3) 

 Zuppiroli111 1994 Prospective 

Cohort 

119 (47) 12-78 MVP Echo (LAX) Female 

 

Complex VAs (Lown grade ≥3)† 

 Babuty123 1994 Prospective 

Cohort 

58 (50) NR MVP Echo (LAX 

or A4C) 

Age (older) 

 

Complex VAs (Lown grade ≥3 

 Naksuk247 2016 Retrospective 

Cohort 

32 (53) NR BiMVP with 

MV surgery 

N/A Age (younger) Reduction in PVCs post MVR in 

BiMVP 

 Fulton114 2017 Retrospective 

Cohort 

18 (61) NR MVP Echo (LAX) Female  

 

PVCs from PM 

Electrical 

 Campbell248 1976 Prospective 

Cohort 

20 (65) 12-61 MVP  Auscultation Inferolateral T-wave 

changes  

VT (>100bpm for 3 beats) or VF 

 Babuty123 1994 Prospective 

Cohort 

58 (50) NR MVP Echo (LAX 

or A4C) 

Late potentials Non-sustained VT (≥3 beats and 

<30 seconds) 

 Bobkowski226 2002 Prospective 

Cohort 

151 (77)* 5-18 MVP Echo (NS) Late potentials VAs (Lown grade ≥1) 

Non-sustained VT (>120bpm for 

≥4 beats and <30 seconds) 

 Akcay112 2010 Retrospective 

Case control 

60 (72) NR MVP (with vs 

without VT) 

Echo (NS) QTc dispersion 

 

VT (>120bpm for ≥3 beats)† 

Imaging 

 Shah121 1982 Retrospective 

Cohort 

88 (60) 12-84 MVP M-mode MR Complex VAs (Lown grade ≥3) 

 Nishimura5 1985 Prospective 

Cohort 

237 (60) 10-69 MVP Echo (NS) Redundant leaflets Sudden death† 

 Kligfield122 1985 Prospective 

Cohort 

80 (65)* 19-72 MVP Echo (NS) MR >1% PVC frequency 

Exercise induced PVCs and VT 
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Complex VAs (Lown grade 4) 

 Sanfilippo110 1989 Retrospective 

Cohort 

22 (55)* NR MVP Echo (LAX 

or A4C) 

Anterior leaflet thickness 

MR 

Leaflet displacement 

VAs (≥10 PVCs/hr or NSVT at 

≥100bpm for ≥3 beats) 

 Zuppiroli111 1994 Prospective 

Cohort 

119 (47) 12-78 MVP Echo (LAX) Anterior leaflet thickness Complex VAs (Lown grade ≥3)† 

 Babuty123 1994 Prospective 

Cohort 

58 (50) NR MVP Echo (LAX 

or A4C) 

MR  

 

Complex VAs (Lown grade ≥3) 

on Holter and exercise test 

 Zouridakis113 2001 Prospective 

Cohort 

89 (71) NR MVP Echo (LAX 

or A4C) 

MVP degree 

Anterior leaflet thickness 

QT dispersion† 

 Turker124 2010 Prospective 

Cohort 

58 (55) 16-68 MVP Echo (LAX) Moderate-severe MR VAs (Lown grade ≥1)† 

 Carmo88 2010 Retrospective 

Cohort 

38 (47) NR MVP Echo (LAX) Mitral annular disjunction Non-sustained VT 

 Han89 2010 Retrospective 

Cohort 

16 (44)* NR MVP Echo (NS) LGE in PM Complex VAs (Lown grade ≥4)  

 Akcay112 2010 Retrospective 

Case control 

60 (72) NR MVP (with vs 

without VT) 

Echo (NS) Anterior leaflet length VT (>120bpm for ≥3 beats)† 

 Sriram52 2013 Retrospective 

Cohort 

24 (67) 5-60 Idiopathic 

OHCA 

Echo (NS) BiMVP Appropriate ICD therapies at 

follow-up 

 Basso9 2015 Prospective 

Cohort 

44 (66) 24-64 MVP Echo (LAX) LGE (PM, inferobasal 

wall and total %) 

Complex VA (Lown grade ≥4b or 

VF) 

 Nordhues115 2016 Retrospective 

Case control 

11338 

(43)* 

NR BiMVP vs 

SiMVP 

Echo (NS) BiMVP All-cause mortality (lower in 

BiMVP) 

 Bui127 2017 Retrospective 

Cohort 

32 (34)* NR MVP CMR Myocardial T1 time Complex VAs (Lown grade ≥3) 

 Fulton114 2017 Retrospective 

Cohort 

18 (61) NR MVP Echo or CMR BiMVP 

LGE in PM 

PVCs from PM 

A4C, apical 4 chamber; bpm, beats per minute; BiMVP, bileaflet MVP; ICD, implantable cardiac defibrillator; LAX, long axis; LGE, late gadolinium enhancement; 

NR, not reported; NS, not specified; OHCA, out of hospital cardiac arrest; PM, papillary muscle; SiMVP, single leaflet MVP. 

*Studies also included normal control groups which are not presented 

†Significant result on multivariate analysis; significant univariable predictors not presented  
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CHAPTER 3 

Characteristic Histopathological Findings and Cardiac 

Arrest Rhythm in Isolated Mitral Valve Prolapse and 

Sudden Cardiac Death 

 

3.1 Overview 

 

Background: The association between MVP and sudden death remains controversial. 

We aimed to describe histopathological changes in individuals with autopsy determined 

isolated MVP (iMVP) and sudden death and document cardiac arrest rhythm. 

Methods and Results: The Australian National Coronial Information System (NCIS) 

database was used to identify cases of iMVP between 2000 and 2018. Histopathological 

changes in iMVP and sudden death were compared to 2 control cohorts matched for 

age, sex, height and weight (1 group with non-cardiac death and 1 group with cardiac 

death). Data linkage with ambulance services provided cardiac arrest rhythm for iMVP 

cases. From 77,221 cardiovascular deaths in the NCIS database, there were 376 cases 

with MVP. Individual case review yielded 71 cases of iMVP. Mean age was 49±18 

years and 51% were female. Individuals with iMVP had higher cardiac mass (447g vs 

355g, p<0.001) compared with non-cardiac death, but similar cardiac mass (447g vs 

438g, p=0.64) compared with cardiac death. Individuals with iMVP had larger mitral 

valve annulus compared with non-cardiac death (121mm vs 108mm, p<0.001) and 

cardiac death (121mm vs 110mm, p=0.002), and more left ventricular fibrosis (79% vs 
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38%, p<0.001) compared with non-cardiac death controls. In those with iMVP and 

witnessed cardiac arrest, 94% had ventricular fibrillation. 

Conclusions: Individuals with iMVP and sudden death have increased cardiac mass, 

mitral annulus size and left ventricular fibrosis compared to a matched cohort, with 

cardiac arrest due to ventricular fibrillation. The histopathological changes in iMVP 

may provide the substrate necessary for development of malignant ventricular 

arrhythmias.  

 

3.2 Introduction 

 

Mitral valve prolapse (MVP) is characterised by the atrial displacement of the mitral 

valve (MV) leaflet(s) during ventricular systole, with an estimated prevalence of 2.4%.4 

Reported complications of MVP include severe mitral regurgitation (MR) requiring MV 

surgery, infective endocarditis, stroke and sudden death.1, 5 

 

The postulated mechanism of sudden death in individuals with MVP has been 

ventricular arrhythmias,6, 9, 52, 278 although this association remains controversial.1, 4, 122 

While studies have reported the presence of significant ventricular arrhythmias in 

patients with MVP,128, 169, 182 only 6 isolated case reports in the scientific literature have 

documented cardiac rhythm at time of death in patients with autopsy determined 

isolated MVP (iMVP, whereby other potential causes of death are excluded).278 

 

Pathological characterization may provide clues regarding the link between iMVP, 

sudden death and possible underlying mechanisms. Since Barlow’s original description 
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of MVP at autopsy,30 studies have identified various cardiac anatomical changes in 

MVP such as increased annulus size or cardiac mass,9, 45, 85 which may contribute to 

development of sudden death. However, these studies may not have controlled for 

influencing factors such as age, sex, height and weight.93 

 

In this study we examined our Australian coronial database over a consecutive period of 

17 years, with the aim to: 

1. Describe clinical characteristics of individuals with iMVP and sudden death; 

2. Describe underlying histopathological changes in individuals with iMVP and 

sudden death compared to matched control cohorts; 

3. Describe underlying histopathological changes in individuals with iMVP and 

sudden death compared to individuals with non-iMVP and sudden death 

4. Document cardiac arrest rhythm in individuals with autopsy determined iMVP 

and sudden death. 

 

3.3 Methods 

 

Source data used for this study was obtained from the National Coronial Information 

System (NCIS) database administered by the Department of Justice and Community 

Safety, Victoria, Australia. Due to the sensitive nature of the data collected, anonymised 

data collected for this study can be made available subject to approval from the database 

provider. 
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3.3.1 Data source 

 

Beginning July 2000 (and January 2001 for the state of Queensland), all reportable 

deaths determined by an Australian Coroner are prospectively recorded in the NCIS 

database. The database classifies antecedent causes of death using the International 

Classification of Diseases-10 (ICD-10) system; and where available, contains individual 

autopsy reports and police reports regarding circumstances of death. 

 

The NCIS database was used to identify cases of iMVP and sudden death. Once 

identified, data-linkage with Australian state-wide ambulance services was performed to 

retrieve initial cardiac rhythm during attempted resuscitation. 

 

3.3.2 Inclusion criteria 

 

An NCIS database search was performed in May 2018 and 329,106 cases were available 

for analysis. All individuals in whom MVP was coded (ICD-10 code I34.1) as a cause 

of death (either underlying or contributing) between July 2000 to May 2018 were 

screened and autopsy records examined. Inclusion criteria was the presence of MVP on 

autopsy examination (evidence of myxomatous leaflets on gross examination and/or 

histology). Following individual case review (including circumstances of death, 

demographics, clinical information and detailed pathological evaluation), the MVP 

cohort was then separated into two groups: an iMVP group with presumed sudden 

cardiac death due to MVP; and a non-iMVP group with death due to a possible 
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combination of MVP and other cardiac or systemic illnesses (Figure 3.8.1). Patients 

were adjudicated to have iMVP based on the presence of MVP at autopsy without 

another possible cause of death. Definition of sudden cardiac death included witnessed 

cases in a previously stable individual, and unwitnessed cases where an individual was 

found dead who at time of last witnessed contact was in a usual state of health.17 

 

For those with iMVP, two control cohorts were randomly extracted from the NCIS 

database. The first cohort (presumed non-cardiac death) were individuals who died due 

to a motor vehicle accident (MVA, as categorised in the NCIS database) from 2013-

2014. The second cohort (presumed cardiac death) were all individuals who died due to 

acute myocardial infarction (AMI, using ICD-10 code I21) from 2013-2014 with an 

additional search for individuals dying due to AMI aged between 18 and 35 from 2000-

2018. 

 

3.3.3 Exclusion criteria 

 

Exclusion criteria in both the iMVP and MVA groups were the presence of another 

significant cardiac finding (clinical or autopsy) including ischaemic heart disease (≥70% 

stenosis in any coronary artery, presence of coronary stent or documented previous 

history), known cardiomyopathy, severe MR (who may have experienced non-

arrhythmic sudden death), previous cardiac surgery (and those with cardiac implantable 

electronic devices), myocarditis (on histology), hypertrophic cardiomyopathy (on 

histology) or left ventricular wall thickness ≥25mm. Additionally for the MVA control 
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group, cases were excluded where MVP was found on autopsy or if individuals suffered 

burns because of the MVA.  

 

Cases with incomplete autopsy records which did not document age, sex, height, weight 

or cardiac mass were excluded from all groups. 

 

3.3.4 Data collection 

 

Data collected for all groups included age, sex, height, weight and cardiac mass. Using 

these parameters, a cardiac mass predictor tool was used to determine whether the 

cardiac mass was >95% predicted.93 Internal organ mass, left and right ventricular wall 

thickness, and mitral and tricuspid annulus circumference was also recorded. For 

subjects with iMVP and non-iMVP, information regarding leaflet involvement was also 

collected. 

 

For Victorian cases of iMVP with sudden death (n=17), stored left ventricular histology 

slides were reviewed by an expert cardiac pathologist (S.P.) for qualitative assessment 

of fibrosis following haematoxylin and eosin staining. Standardised sampling of the left 

ventricle includes obtaining transmural biopsies from the mid portion of the anterior, 

lateral, posterior and septal walls. Diffuse fibrosis was noted if fibrosis was present in 

≥2 sections.  

 

State and territory ambulance services from Australian Capital Territory, New South 

Wales, Northern Territory, Queensland, Tasmania and Victoria were contacted to 
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provide initial cardiac rhythm and witness status of cardiac arrest. Two remaining states, 

South Australia and Western Australia (accounting for approximately 18% of the 

Australian population), did not have autopsy reports available on NCIS at the time of 

the study. 

 

3.3.5 Ethical approval 

 

Access to the NCIS database and subsequent data linkage was granted by the Justice 

Human Research and Ethics Committee (CF/16/4998), South Eastern Sydney Local 

Health District Human Research Ethics Committee (HREC/17/POWH/632) and the 

Victorian Institute of Forensic Medicine Research Advisory Committee and Ethics 

Committee (RAC 009-18). Due to the nature of this study, individual informed consent 

was waived as per the Ethics Committees listed above. 

 

3.3.6 Statistical analysis 

 

Continuous data are reported as means with standard deviation or medians with inter-

quartile range and the Shapiro-Wilk test was used to evaluate normality. To determine 

differences between the iMVP cohort and matched controls, the paired t-test or the 

Wilcoxon signed ranks test was used to compare continuous variables where 

appropriate. To determine differences between the iMVP cohort and unmatched non-

iMVP group, the Student’s t-test or the Mann-Whitney U test was used to compare 

continuous variables where appropriate. Categorical data are presented as absolute 

figures with percentages and compared using the McNemar’s test and Fisher’s exact test 
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for matched and unmatched groups respectively. A 2-sided p-value <0.05 was 

considered significant. Cases were matched with control cohorts in a 1:1 ratio for 

parameters of age, sex, height and weight using SPSS Version 24 ‘Case Control 

Matching’ command. All data analyses were performed using SPSS Version 24 (IBM 

Corp., Armonk, NY).  

 

3.4 Results 

 

3.4.1 Patient population 

 

Between July 2000 and May 2018, there were 77,221 deaths attributable to a 

cardiovascular cause (ICD-10 codes I00-I25 and I30-I52) with 64,734 cases due to 

ischaemic heart disease (ICD-10 codes I20-I25). In total, there were 376 cases of MVP 

identified (see Figure 3.8.1) with complete autopsy records available for 152 cases.  

There were 71 cases with sudden cardiac death due to iMVP and 81 cases with non-

iMVP. For the 81 cases with non-iMVP, there were 56 cases with suspected cardiac 

cause of death and 25 with suspected non-cardiac cause of death. Suspected cause of 

death (COD) for those with non-iMVP are presented in Figure 3.8.1 (footnote).  

 

For cases of iMVP, a pool of 582 MVA cases and 478 AMI cases were obtained for the 

control samples. After 1:1 matching, 70 cases in each group were used for case-control 

analysis. A suitable match was unable to be obtained for one morbidly obese iMVP case 

(weight 220kg). 
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3.4.2 Clinical characteristics 

 

Baseline clinical characteristics for all 71 cases of iMVP and sudden death are shown in 

Table 3.7.1.  

 

Of the 71 cases of iMVP and sudden death, 36 (51%) were female. Age ranged from 16 

to 87 years with mean age 49±18 years. 

 

Additional cardiovascular history (including the presence of hypertension, 

dyslipidaemia or obesity) was present in 43% of individuals. In 23%, no other medical 

history was noted. At least one cardiac medication was being taken by 29% of 

individuals whilst 42% of individuals were not taking any prescribed medications.  

 

Of the 71 cases with autopsy confirmed iMVP, whether there was a premortem 

diagnosis of MVP was able to be ascertained in 64 cases and of these, 34 cases (53%) 

were previously undiagnosed. Importantly, in those with a premortem diagnosis of 

MVP, there were no cases with documented severe MR or significant cardiomyopathy. 

 

In total, 41% of deaths occurred in individuals who were either resting (22%) or 

sleeping (17%), while 32% of deaths occurred during daily (non-exertional) activity. 

Death during (or very soon after) physical exertion occurred in 14% and death while 

using the toilet occurred in 9%. Approximate time of death was evenly distributed over 

a 24-hour period.  
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3.4.3 Internal organ masses 

 

Data regarding cardiac and other internal organ masses are shown in Table 3.7.2 and 

Table 3.7.3.  

 

Compared to those dying from MVA, individuals with iMVP had significantly greater 

cardiac mass (447g vs 355g, p<0.001), but also significantly greater lung (p<0.001), 

liver (p=0.002), kidneys (p=0.002) and spleen (p<0.001) masses. Brain mass was not 

significantly different.  

 

Compared to those dying as a result of an AMI, individuals with iMVP had similar 

cardiac (447g vs 438g, p=0.64) and other internal organ masses, although there was a 

trend towards higher combined kidney mass in the AMI group (p=0.07). 

 

Compared to those with non-iMVP, individuals with iMVP had similar cardiac (447g vs 

440g, p=0.72), lung and brain masses. Individuals with iMVP had significantly greater 

liver (p=0.001), kidney (p=0.003) and spleen (p=0.006) masses.  

 

3.4.4 Histopathological findings 

 

Histopathological data are shown in Table 3.7.2 and Table 3.7.3. Using a cardiac mass 

predictor tool,93 cardiac mass was >95% predicted in 36% of iMVP cases and this was 

significantly greater than the MVA cohort (6%, p<0.001) but not significantly different 
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to the AMI cohort (23%, p=0.09) and non-iMVP cohort (23%, p=0.10). Left and right 

ventricular thickness was not significantly different between the iMVP group, both 

control groups and the non-iMVP group. 

 

Median mitral valve circumference was 121mm (115-139) which was significantly 

greater than both the MVA (p<0.001) and AMI (p=0.002) control groups but similar to 

the non-iMVP group (p=0.60). There was no significant difference between the groups 

with respect to tricuspid valve circumference. Leaflet involvement in iMVP was 

predominantly bileaflet (87%) followed by posterior leaflet (9%) then anterior leaflet 

(4%), while 3 cases described concomitant tricuspid valve prolapse. The proportion of 

cases with bileaflet prolapse was similar between those with iMVP and those with non-

iMVP (79%, p=0.41) including those with suspected cardiac and non-cardiac COD.  

 

Abnormal left ventricular histology was present in 79% of iMVP cases which was 

significantly higher than the MVA group (p<0.001) but similar to the AMI group 

(p=0.14) and non-iMVP group (p=0.08) including those with suspected cardiac and 

non-cardiac COD. Reported patterns of fibrosis in those with iMVP were predominantly 

interstitial and/or perivascular. In 4 cases histological abnormalities involving the 

papillary muscles were specifically documented. 

 

Based on individual histology review for 17 cases, fibrosis distribution patterns were 

either multi-segment (n=4, e.g. fibrosis affecting 2 or more segments in the 

subendocardial-midmural layer of the left ventricle), focal (n=5, e.g. interstitial fibrosis 

in 1 sampled section) or a combination of both (n=4, e.g. multi-segment fibrosis in the 
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subendocardial-midmural layer with one section showing focal midmural fibrosis). No 

fibrosis was detected in 4 cases. Additionally, fibrosis involved the subendocardial-

midmural layer in 85% (11/13) of cases with isolated midmural myocardial fibrosis in 

the other 2 cases. Transmural fibrosis was present in 2 cases (15%). 

 

3.4.5 Cardiac arrest rhythm 

 

Resuscitation by emergency medical services was documented in 40 iMVP cases 

(Figure 3.8.2). Initial cardiac arrest rhythm was VF in 94% (17/18) of witnessed cases 

and 32% (7/22) of unwitnessed cases. The remaining cases had documented asystole 

and no cases had ventricular tachycardia or pulseless electrical activity as the initial 

cardiac arrest rhythm. 

 

Clinical data with cardiac arrest rhythm strip and histological findings for 5 

representative cases are shown in Figure 3.8.3.  

 

3.5 Discussion 

 

MVP is a common cardiac condition in clinical practice, yet its association with (and 

potential mechanism of) sudden death has been difficult to elucidate. To our knowledge, 

this 17-year nationwide study is the largest case-control study to investigate 

histopathological findings in iMVP and sudden death, and the first study to 

systematically document cardiac arrest rhythm in cases of autopsy determined iMVP. 

The key findings are as follows: 
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1. In cases of iMVP and sudden death, the mean age was 49 years, half (51%) were 

female and 87% of cases had bileaflet prolapse; 

2. Mitral valve annulus circumference was significantly larger in cases of iMVP 

with sudden death compared with matched control cohorts; 

3. Individuals with iMVP and sudden death had increased cardiac mass compared 

to matched individuals with non-cardiac death; but similar cardiac mass 

compared to matched individuals with cardiac death; 

4. Left ventricular fibrosis in cases of iMVP and sudden death predominantly 

(85%) involved the subendocardial-midmural aspect of the ventricle; 

5. VF was the predominant (94%) cardiac arrest rhythm in individuals with iMVP 

and witnessed cardiac arrest. 

 

3.5.1 Clinical characteristics 

 

Mean age in our cohort was 49 years which is similar to previous autopsy series,45 but 

higher than previous case series of MVP and sudden death,43 possibly reflecting 

reporting bias in non-autopsy studies. 

 

Our study found an even distribution between males and females. Previous autopsy 

studies have found somewhat conflicting results with either equal distribution,85 or 

female predominance,9, 45 although prevalence of redundant MVP appears equally 

distributed in population screening studies.4 Non-autopsy studies have suggested that 

female sex may carry greater risk of malignant MVP,52, 111, 114, 278 although the reasons 

for this are unexplained. Sex differences in seeking medical attention for symptoms279 
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may account for differences in premortem detection. Results from this study indicate 

that male patients with iMVP are as susceptible to sudden death events as female 

patients. 

 

Our study found that 73% of sudden death episodes in iMVP occurred during sleep, rest 

or regular daily activity with an equal distribution of events over a 24-hour period. 

Despite historical studies implicating increased adrenergic drive in patient with MVP 

and ventricular arrhythmias,224 our study indicates that sudden death in patients with 

iMVP does not necessarily require an acute precipitating event such as physical or 

emotional stress. 

 

After application of pre-specified exclusion criteria, one case had possible long QT 

syndrome which may have caused sudden death, although the reported association 

between MVP and repolarisation abnormalities may confound matters.112 

 

3.5.2 Cardiac and other organ masses 

 

Previous studies have noted increased cardiac mass in individuals with MVP and 

sudden death.9, 85 In our study, 36% of cases had cardiac mass >95% predicted. 

Importantly, in the groups where influencing factors (age, gender, height and weight) 

were controlled for (iMVP, MVA and AMI), those with iMVP had similar cardiac mass 

compared to those with AMI and significantly higher cardiac mass compared to those 

with MVA. Interestingly, those with iMVP and AMI related sudden death also had 
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significantly increased intrathoracic and intraabdominal organ mass when compared to 

those with non-cardiac death. 

 

Although increased kidney and spleen mass has been reported in patients with sudden 

cardiac death compared to non-cardiac death,280 the reasons for this are unexplored. One 

possibility is that increased intrathoracic and intraabdominal organ mass may reflect 

edema from acute biventricular failure in sudden cardiac death, hence implicating a 

common terminal process (i.e. cardiovascular cause of sudden death) in those with 

iMVP and AMI related sudden death. 

 

3.5.3 Histopathological findings 

 

In addition to increased cardiac mass, median left ventricular thickness in cases of 

iMVP and sudden death was 15mm which is considered the upper limit of normal in 

autopsy cases.281 In combination, these gross pathological changes suggest that 

underlying structural abnormalities involving the left ventricle may be an important 

factor in cases of iMVP and the development of sudden cardiac death. 

 

The majority of our cohort with iMVP had bileaflet prolapse which is consistent with 

previous reports indicating a predominantly bileaflet subset of malignant MVP.52 

Furthermore, median mitral valve annulus circumferences in those with iMVP were 

greater than expected based on both our current control cohorts and previous population 

control data.92 Previous studies have reported interlinking associations between the 

presence of bileaflet prolapse, abnormal mitral annular physiology and ventricular 
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arrhythmias.88, 118, 282 These findings suggest that disorganised mitral annular function 

may represent an anatomical cause of electrical instability, and hence be as important as 

the presence of myxomatous prolapse in the development of sudden death in MVP.120 

 

Additionally, 79% of iMVP cases had abnormal histology of the left ventricle. The 

subendocardial-midmural distribution of fibrosis is consistent with other conditions 

which result in left ventricular remodelling such as hypertrophic cardiomyopathy, 

dilated cardiomyopathy and severe aortic stenosis,230, 231, 283 as well as a previous 

autopsy study of MVP.9 Based on standardised sampling, fibrosis affecting the level of 

the mid-ventricle – as opposed to previously reported focal changes9 – along with 

increased overall cardiac mass indicates that a diffuse remodelling process may occur in 

those with iMVP and sudden death. Recent studies involving cardiac magnetic 

resonance imaging have linked the presence of fibrosis with ventricular arrhythmias.9, 89, 

125 Taken together, the presence of cardiac fibrosis in conjunction with left ventricular 

remodelling may provide further necessary substrate for malignant ventricular 

arrhythmias in the pathogenesis of iMVP and sudden death. 

 

Histopathological findings of increased cardiac mass, mitral annular dilatation and left 

ventricular fibrosis from our study suggest that patients with iMVP have antemortem 

changes in their cardiac and mitral valve structure that predispose them to sudden death. 

Future cardiac imaging studies focusing on these findings may allow the application of 

risk stratification parameters for living patients with iMVP. 



92 

 

 

3.5.4 Findings in non-iMVP 

 

Individuals with non-iMVP (including those with suspected cardiac and non-cardiac 

COD) differed significantly from those with iMVP with regards to age, height and 

weight. In conjunction with the documented effects of these parameters on various 

internal organ masses,93, 284 the interpretation of internal organ mass data between those 

with iMVP and non-iMVP is confounded. 

 

Direct comparisons between the iMVP group with the non-iMVP group did not yield 

any significant differences in terms of proportion with bileaflet prolapse, mitral annulus 

size or proportion with left ventricular histological changes. Importantly, we 

implemented strict selection criteria for the iMVP cohort in order to select MVP cases 

in which there was a high likelihood that sudden death was as a result of MVP. Within 

the 81 non-iMVP cases, patients may still have had MVP as a precipitating mechanism 

for their death but it was unclear whether this was the likely COD due to existence of 

potential confounders. These patients did not qualify as having iMVP based on our 

exclusion criteria. 

 

Consequently, the attributable role of MVP with regard to SCD in the setting of other 

co-existent conditions requires refining. 

 

3.5.5 Cardiac arrest rhythm 
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This study provides the largest collection of cases of autopsy determined iMVP and 

their corresponding cardiac arrest rhythm. In those with witnessed cardiac arrest, 94% 

had initial VF (as documented by emergency medical services) indicating that a 

malignant ventricular arrhythmia is the likely initiating event in patients with iMVP and 

sudden death. 

 

3.5.6 Limitations 

 

In this autopsy study, we are unable to report on certain premortem characteristics in 

iMVP such as the degree of MR (although cases with known severe MR were 

excluded). Importantly most of the cases with iMVP were previously undiagnosed. This 

study may be subject to referral bias regarding coronial deaths, however unexpected 

deaths in Australia are mandated to be reported to a state coroner. Pathological 

examination confirmed redundant MVP in all cases. Hence, these results are only 

applicable to cases of redundant leaflet MVP, although this appears to be the population 

most at risk of sudden death events.5 Findings from histopathology do not routinely 

include papillary muscles or inferobasal wall precluding our ability to comment on 

fibrosis in those specific regions. However, the presence of fibrosis in the mid left 

ventricle suggests a diffuse remodelling process in addition to previously described 

focal changes. We are unable to comment on the importance of MVP in the 

pathogenesis of death for patients with non-iMVP. Further work investigating the 

attributable risk of MVP for SCD in the setting of co-existent conditions is warranted. 
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3.6 Conclusion 

 

This nationwide autopsy study indicates that the majority of cases of iMVP and sudden 

death had bileaflet prolapse, significantly enlarged mitral valve annulus, increased 

cardiac mass and histopathological findings of cardiac fibrosis, with ventricular 

fibrillation being the commonest presenting rhythm in cases of witnessed cardiac arrest. 

The histopathological changes in iMVP may provide the substrate necessary for 

development of ventricular arrhythmias leading to sudden cardiac death. 
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3.7 Tables 

3.7.1 Baseline clinical characteristics in iMVP 
Clinical characteristics (n=71) 

Age range 16-87 Medications n=38 (%) 

Female Sex 36 (51%) Cardiac 11 (29) 

Medical History n=58 (%)   Aspirin 2 

Cardiac 25 (43)   Warfarin 1 

  Obesity 12   Beta-blocker‡‡ 3 

  Hypertension 9   Digoxin 2 

  Dyslipidaemia 9   Anti-hypertensive§§ 7 

  Endocarditis (healed) 1   Lipid lowering 5 

  Atrial fibrillation 2 Other|||| 14 (37) 

  Possible long QT syndrome* 1 No medications 16 (42) 

  PVC ablation† 1 Activity at time of death n=66 (%) 

  Pericarditis 1   Normal daily activity## 21 (32) 

  Marfanoid‡ 1   Sitting / resting 15 (23) 

  Symptoms§ 6   Sleeping 12 (18) 

Other 21 (36)   Exertion (or soon after) 9 (14) 

  Chronic respiratory disease|| 4   Using toilet 6 (9) 

  Cancer# 4   Physical pain 2 (3) 

  Psychiatric** 8   Emotional stress 1 (2) 

  Alcoholism 1 Approximate time of death n=53 (%) 

  Endocrine†† 2 0600-1400 20 (38) 

  GORD 1 1400-2200 17 (32) 

No other medical history 14 (24) 2200-0600 16 (30) 

GORD gastro-oesophageal reflux disease, PVC premature ventricular complex 

*ECG unavailable 

†For left ventricular origin PVC possibly related to MVP 

‡Normal aorta at autopsy 

§Includes syncope (2), palpitations (3) and dizziness (1) 

||Includes asthma (2), chronic obstructive pulmonary disease (1) and obstructive sleep apnea (1) 

#Includes non-metastatic prostate cancer (3) and previously undiagnosed non-Hodgkin’s lymphoma (1) 

**Includes depression alone (2), anxiety alone (1), depression and anxiety (3) and schizophrenia (2) 

††Includes hypothyroidism (1) and hypopituitarism (1) 

‡‡Includes 1 patient taking sotalol 

§§Includes 2 patients taking loop diuretics 

||||Includes inhaled bronchodilators (5), non-steroidal anti-inflammatory drugs (1), thyroxine (1), 

prednisolone (1), benzodiazepines (3), anti-depressants (5), olanzapine (1), antacid (3) and sulfasalazine 

(1) 

##Includes cases where individuals were found at home, at work performing routine (non-exertional) 

tasks or walking 
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3.7.2 Histopathological findings in 70 iMVP cases versus controls 
 iMVP cases MVA cases p-value* AMI cases p-value* 

Baseline characteristics      

Age 49±18 49±18 0·28 50±17 0·55 

Female 35 (50%) 35 (50%) 1 35 (50%) 1 

Weight (kg) 77±18 78±16 0·52 78±17 0·16 

Height (cm) 172±11 172±10 0·49 172±9 0·36 

      

Internal organ masses      

Cardiac (g) 447±107 355±78 <0·001 438±117 0·48 

Left lung (g) 617±175 454±167 <0·001 667±250 0·12 

Right lung (g) 728±214 522±170 <0·001 772±271 0·21 

Brain (g), n=64 1414±147 1390±149 0·27 1383± 164 0·16 

Liver (g), n=67 1846±512 1599±386 <0·001 1894±428 0·31 

Kidneys (g), n=67 326±110 274±60 <0·001 345±86 0·20 

Spleen (g), n=67 223±111 140±58 <0·001 211±107 0·46 

 

Gross pathological changes 

    

Cardiac mass      

  >95% predicted93 25 (36%) 4 (6%) <0·001 16 (23%) 0·09 

LV thickness (mm) 

  Median (IQR) 

n=49 

15 (13-19) 

n=42 

14 (12-15) 

 

0·10 

n=49 

15 (12-20) 

 

0·69 

RV thickness (mm) 

  Median (IQR) 

n=40 

4 (3-5) 

n=36 

4 (3-5) 

 

0·67 

n=43 

4 (3-5) 

 

0·23 

MV circumference (mm) 

  Median (IQR) 

n=26 

121 (115-139) 

n=16 

108 (91-115) 

 

<0·001 

n=13 

110 (98-115) 

 

0·002 

TV circumference (mm) 

  Median (IQR) 

n=21 

130 (120-140) 

n=15 

120 (120-130) 

 

0·18 

n=12 

125 (116-148) 

 

0·91 

      

Leaflet involvement     

Reported† 54     

  Bileaflet 47 (87%)     

  Posterior leaflet 5 (9%)     

  Anterior leaflet 2 (4%)     

      

Left ventricular histological changes     

Abnormal 55 (79%)‡ 25 (36%)§ <0·001 61 (87%)|| 0·14 

  Fibrosis or scarring  52 20  37  

  Myocyte hypertrophy 5 3  5  

  Contraction band 3   6  

  PM fibrosis# 2     

  PM calcification 1     

No abnormalities found 15 (21%) 45 (64%)  9 (13%)  

IQR, inter-quartile range; LV, left ventricle; MV, mitral valve; PM, papillary muscle; RV, right ventricle; 

TV, tricuspid valve. 

*Compared to iMVP cases 

†All 70 cases reported abnormal valve morphology with descriptors such as redundant, thickened, 

ballooned, hooded, prolapsed, floppy, pendulous, voluminous, myxomatous or billowing 

‡>1 abnormality in some cases 

§Other descriptors (>1 in some cases) include interfiber edema (1), inflammatory cells (2), hemmorhage 

(1) 

||Other descriptors (>1 in some cases) include acute/subacute infarct (16), mural infarct (6), healed infarct 

(4), myocyte necrosis (7), coagulative necrosis (4), myocardial rupture (2), inflammatory cells (4), 

interstitial haemorrhage (1), amyloid (1) 

#1 case had previous PVC ablation  
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3.7.3 Histopathological findings in iMVP versus non-iMVP cases  
 iMVP cases non-iMVP cases 

  Total p-value* Cardiac COD p-value* Other COD p-value* 

 n=70 n=81  n=56  n=25  

Baseline characteristics       

Age 49±18 62±17 <0.001 61±17 <0.001 62±19 0.002 

Female 35 (50%) 38 (47%) 0.77 25 (45%) 0.60 13 (52%) 0.82 

Weight (kg) 77±18 70±21 0.03 76±21 0.78 56±15 <0.001 

Height (cm) 172±11 168±12 0.048 169±12 0.17 166±12 0.03 

Internal organ masses        

Cardiac (g) 447±107 440±127 0.72 472±129 0.23 368±92 0.001 

Left lung (g) 617±175 589±194 0.37 598±200 0.58 570±183 0.26 

Right lung (g) 728±214 682±198 0.18 696±207 0.40 652±174 0.11 

Brain (g) 1414±147 1363±189  0.09 1359±186 0.09 1370±201 0.30 

Liver (g) 1846±512 1567±504  0.001 1676±545 0.09 1349±320 <0.001 

Kidneys (g) 326±110 279±75  0.003 291±72 0.053 255±78 0.004 

Spleen (g) 223±111 175±90  0.006 179±71 0.02 167±122 0.04 

Gross pathological changes       

Cardiac mass >95% predicted 25 (36%) 19 (23%) 0.10 14 (25%) 0.20 5 (20%) 0.15 

LV thickness (mm) 15 (13-19) 15 (12-20) 0.45 15 (12-20) 0.29 14 (13-17) 0.80 

RV thickness (mm) 4 (3-5) 4 (3-5) 0.47 4 (3-5) 0.54 4 (3-5) 0.56 

MV circumference (mm) 121 (115-139) 120 (105-139) 0.60 125 (110-140) 1.0 103 (100-130) 0.13 

TV circumference (mm) 130 (120-140) 130 (114-144) 0.73 133 (116-149) 0.41 120 (113-131) 0.30 

Leaflet involvement       

Reported 54 53  35  18  

  Bileaflet 47 (87%) 42 (79%) 0.41 29 (83%) 0.37 13 (72%) 0.28 

  Posterior leaflet 5 (9%) 10 (19%)  6 (17%)  4 (22%)  

  Anterior leaflet 2 (4%) 1 (2%)  0  1 (6%)  

Left ventricular histological changes       

Abnormal 55 (79%) 67 (89%) 0.08 46 (87%) 0.24 21 (95%) 0.07 

  Fibrosis or scarring  52 63  43  20  

  Myocyte hypertrophy 5 10  7  3  

  Contraction band 3 2  2  0  

  PM fibrosis / calcification 3 2  2  0  

COD, cause of death; IQR, inter-quartile range; LV, left ventricle; MV, mitral valve; PM, papillary muscle; RV, right ventricle; TV, tricuspid valve. 

*Compared to iMVP cases  
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3.8 Figures 

3.8.1 Case identification 
 

 
 

*Other significant findings include: ischaemic heart disease (36), previous cardiac surgery (8), 

histological myocarditis (4), significant left ventricular hypertrophy (3), dilated cardiomyopathy (2), 

severe mitral regurgitation (1), arrhythmogenic right ventricular cardiomyopathy (1), bicuspid aortic 

valve with aortic coarctation (1), infection (7), respiratory (6), drug overdose (3), cirrhosis (3), head 

injury (3), metastatic carcinoma (1), hyponatraemia (1), suicide (1) 
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3.8.2 Initial cardiac rhythm in cases of autopsy determined iMVP 
 

 

 
VF, ventricular fibrillation. 
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3.8.3 Histological analysis with initial cardiac rhythm for iMVP and SCD 

 
a. 31-year-old female with witnessed cardiac arrest whilst resting in bed and VF. Histopathological 

examination showed myxomatous change in both mitral valve leaflets with focal left ventricular fibrosis 

in a subendocardial-midmural distribution and papillary muscle fibrosis. 

b. 45-year-old female found on the toilet with VF after an unwitnessed cardiac arrest. Histopathological 

examination showed thickening and billowing of both mitral valve leaflets with multi-segment left 

ventricular fibrosis in a subendocardial-midmural distribution. 

c. 34-year-old female found collapsed in the bathroom with asystole after an unwitnessed cardiac arrest. 

Histopathological examination showed myxomatous change in both mitral valve leaflets with multi-

segment left ventricular fibrosis in a midmural distribution. 

d. 25-year-old female with witnessed cardiac arrest whilst washing dishes and VF. Histopathological 

examination showed myxomatous change in both mitral valve leaflets with multi-segment left ventricular 

fibrosis in a subendocardial-midmural distribution. 

e. 47-year-old female found collapsed in the bathroom with VF after an unwitnessed cardiac arrest. 

Histopathological examination showed thickened and floppy mitral valve leaflets with no evidence of left 

ventricular fibrosis. 
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CHAPTER 4 

Systematic Quantification of Histological Ventricular 

Fibrosis in Isolated Mitral Valve Prolapse and Sudden 

Cardiac Death: Evidence of Non-Uniform Left Ventricular 

Remodelling 

 

4.1 Overview 

 

Background: Cardiac fibrosis in mitral valve prolapse (MVP) has been implicated in 

the development of sudden cardiac death (SCD). However, the pattern and degree of 

ventricular fibrosis in this population remains poorly characterised. 

Methods: Individuals with isolated MVP and SCD (iMVP-SCD) were identified from 

the Victorian Institute of Forensic Medicine (VIFM), Australia. A case-control study 

design was used and iMVP-SCD patients were matched for age, sex and body-mass 

index to control cases with non-cardiac death. Cardiac tissue sections were stained with 

Masson’s Trichrome and analysed to determine collagen deposition in the left 

ventricular free wall (anterior, lateral and posterior portions), interventricular septum 

and right ventricle. Within the iMVP-SCD cases, the distribution of fibrosis within the 

LV was specifically characterised.  

Results: In total there were 34 cases (17 with iMVP-SCD matched 1:1 with 17 

controls) yielding 149 samples and 1,788 histological sections. The iMVP-SCD group 

had increased left ventricular (anterior, lateral and posterior; all p<0.001) and 

interventricular septum fibrosis (p<0.001), but similar amounts of right ventricular 
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fibrosis (p=0.62) compared to the control group. In those with iMVP-SCD, left 

ventricular fibrosis was significantly higher in the lateral and posterior wall when 

compared to the anterior wall and interventricular septum (all p<0.001). Within the 

lateral and posterior wall, iMVP-SCD cases had a significant endocardial-to-epicardial 

gradient of cardiac fibrosis (p<0.01) similar to other known conditions which cause 

cardiac remodelling.  

Conclusions: Our study indicates that non-uniform left ventricular remodelling occurs 

in patients with iMVP and SCD. These findings suggest that both generalised and 

localised LV fibrosis are important components in the pathogenesis of SCD in MVP. 

Whether pre-mortem detection of this fibrosis pattern can identify high-risk patients 

with MVP merits further study. 

 

4.2 Introduction 

 

Mitral valve prolapse (MVP) is characterised by atrial displacement of the mitral valve 

leaflet(s) during ventricular systole and has a population prevalence of 2.4%.4 

Increasingly, the presence of MVP has been associated with malignant ventricular 

arrhythmias (VAs) and sudden cardiac death (SCD).6-9, 52, 278, 285 

 

The presence of localised left ventricular and papillary muscle fibrosis in MVP are 

thought to be important factors in the development of both malignant ventricular 

arrhythmias and SCD in patients with MVP.9, 89 Other studies have suggested that 

increased right ventricular fibrosis – indicating a generalised biventricular 

cardiomyopathic process – plays a contributing role in the development of malignant 
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ventricular arrhythmias in patients with MVP.94, 95 However, these studies obtained 

biopsies from the right side of the interventricular septum which may have confounded 

such findings. Additionally, data is lacking regarding the significance of generalised left 

ventricular fibrosis in addition to the documented localised changes.  

 

Consequently, detailed left ventricular assessment for transmural and circumferential 

fibrosis along with characterization of right ventricular fibrosis may provide additional 

insights into the potential pathogenic role attributable to cardiac fibrosis in individuals 

with isolated MVP and SCD (iMVP-SCD, whereby other potential causes of death are 

excluded). 

 

The aim of this case-control study was to comprehensively and systematically quantify 

left and right ventricular fibrosis in individuals with iMVP-SCD compared to a matched 

control cohort. Additionally, we aimed to further characterise the distribution and 

pattern of left ventricular fibrosis in iMVP-SCD.  

 

4.3 Methods 

 

4.3.1 Patient selection 

 

The Victorian Institute of Forensic Medicine (VIFM) is a large state-wide multi-

disciplinary forensic medical center based in Melbourne, Australia. Between July 2000 

and May 2018, all individuals in whom MVP was coded – International Classification 

of Diseases-10 (ICD-10) code 34.1 – as a cause of death (either underlying or 
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contributing) were screened and complete autopsy records examined. Each Victorian 

case with MVP was manually reviewed (including autopsy report, police report and 

toxicology report) by a board-certified cardiologist and pathologist to determine 

circumstances of death, demographics, clinical information and salient pathological 

findings. Following individual case adjudication, cases with of SCD related to iMVP 

were identified and left ventricle samples taken at autopsy were used for detailed 

fibrosis evaluation. We have previously shown that malignant VAs as the predominant 

rhythm in cases of iMVP-SCD with witnessed cardiac arrest.285 

 

Inclusion criteria was the presence of MVP on autopsy examination (evidence of 

myxomatous leaflets on gross examination and/or histology). Patients were adjudicated 

to have iMVP based on the presence of MVP at autopsy without another possible cause 

of death. Definition of sudden cardiac death included witnessed cases in a previously 

stable individual, and unwitnessed cases where an individual was found dead who at 

time of last witnessed contact was in a usual state of health.17 

 

Excluded cases were those with another significant cardiac finding (clinical or autopsy) 

including ischaemic heart disease (≥70% stenosis in any coronary artery, presence of 

coronary stent or documented previous history), known cardiomyopathy, severe mitral 

regurgitation, previous cardiac surgery, myocarditis (on histology), hypertrophic 

cardiomyopathy (on histology) or left ventricular wall thickness ≥25mm. 

 

Cases from VIFM with noncardiac death and normal gross cardiac findings at 

postmortem examination were selected as controls matched in a 1:1 ratio based on age, 
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gender and body mass index (BMI) to mitigate any potential cardiac influences related 

to BMI.286  

 

4.3.2 Ethical approval 

 

Ethical approval for this study was granted by Victorian Institute of Forensic Medicine 

Research Advisory and Ethics Committee (RAC 002-18 and EC 4-2018).  

 

4.3.3 Specimen procurement 

 

At the time of coronial autopsy, standardised transmural samples were obtained from 

the mid portion of the left ventricular free wall (anterior, lateral and posterior), 

interventricular septum and right ventricular free wall and outflow tracts as previously 

published.287 Samples for both iMVP-SCD cases and controls were obtained using this 

method. 

 

4.3.4 Specimen preparation for histological analysis 

 

Specimens were fixed in 10% neutral buffered formalin (Point of Care Diagnostics 

Scientific, Australia) at the time of sampling and embedded in paraffin. The extent of 

fibrosis was determined by staining 4µm thick ventricular sections (microtome) with 

Masson’s Trichrome. Individual sections were then digitally scanned using Pannoramic 

SCAN II (3D Histech, Hungary) and images with a 20x magnification were taken using 

CaseViewer Version 2.2 (3D Histech, Hungary). 



106 

 

 

4.3.5 Specimen analysis for cardiac fibrosis 

 

Cardiac fibrosis was calculated as fibrosis percentage, using a standardised 

methodology previously published by our group.288, 289 Fibrosis was defined as the area 

of connective tissue divided by sum of areas of connective tissue and cardiac muscle 

cells.290 For each section, both cases and controls were de-identified. The following 

regions from the sections were then selected for fibrosis quantification at 20X 

magnification for both the iMVP-SCD cases and controls (Figure 4.8.1): 

▪ 12 regions (4 x inner third regions, 4 x middle third regions and 4 x outer third 

regions from the myocardial wall) from each left ventricular free wall section 

(anterior, lateral and posterior walls) 

▪ 12 regions (4 x left ventricular third regions, 4 x middle third regions and 4 x 

right ventricular third regions) from the interventricular septum section 

▪ 12 regions from the right ventricle section (including free wall and/or outflow 

tract) 

 

For each region, a fibrosis percentage was calculated using an unbiased thresholding 

image analysis tool, Image J (Figure 4.8.1).291 Large areas of perivascular fibrosis were 

excluded from analysis to mitigate potential changes of cardiac remodelling related to 

blood pressure.292-294  

 

4.3.6 Statistical analysis 
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Continuous data are reported as means with standard deviation or medians with inter-

quartile range as appropriate. The paired t-test compared parametric continuous 

variables, while the Wilcoxon sign rank test and Kruskal Wallis test compared non-

parametric continuous variables. Categorical data are presented as absolute figures and 

compared using McNemar’s test. A 2-sided p-value <0.05 was considered significant. 

All data analyses were performed using SPSS Version 25 (IBM Corp., Armonk, NY).  

 

4.4 Results 

 

4.4.1 Baseline findings 

 

Between July 2000 and May 2018, there were 30 Victorian cases of death involving 

MVP with complete autopsy records. 17 cases were deemed to have iMVP-SCD (mean 

age 47±16 years, 71% female) which were matched to 17 cases of non-cardiac death for 

parameters of age, sex, height and weight (Table 4.7.1). In total, 149 cardiac tissue 

sections from iMVP-SCD cases and controls were available for analysis yielding 1788 

histological regions. 21 cardiac tissue specimens (out of 170 in total) were unavailable 

for analysis. 

 

There were no significant differences between the iMVP-SCD cases and control group 

with regard to presence of cardiovascular risk factors. However, those with iMVP-SCD 

had significantly higher cardiac mass compared with controls (445g vs 378g, p=0.009).  
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4.4.2 Overall cardiac fibrosis quantification 

 

Those with iMVP-SCD had increased amounts of fibrosis within the left ventricular free 

wall (3.1% vs 1.9%, p<0.001) compared to controls (Table 4.7.2 and Figure 4.9.1). In 

those with iMVP-SCD, the overall distribution of left ventricular free wall fibrosis 

demonstrated a significant endocardial-epicardial gradient with highest amounts in the 

inner third (4.1%) followed by the middle third (3.3%, p<0.001 compared to inner third) 

and then outer third (2.5%, p<0.001 compared to middle third). 

 

Additionally, individuals with iMVP-SCD also had more interventricular septum (2.6% 

vs 1.7%, p<0.001) fibrosis compared to controls (Table 4.7.2 and Figure 4.9.1 & 4.9.5). 

Overall, the degree of right ventricular free wall fibrosis (2.8% vs 2.6%, p=0.62) was 

similar to controls (Table 4.7.2 and Figures 4.9.1 & 4.9.6).  

 

4.4.3 Distribution of cardiac fibrosis 

 

Within the 4 sections of the left ventricle, individuals with iMVP-SCD had significantly 

higher amounts of fibrosis in all regions – inner, middle and outer thirds of the anterior, 

lateral and posterior wall as well as the left ventricular third, middle third and right 

ventricular third of the interventricular septum – compared to the control cohort (Table 

4.7.2, Figure 4.8.2 and Figures 4.9.1-4.9.5). 

 

In those with iMVP-SCD, significantly higher levels of cardiac fibrosis were found in 

the lateral and posterior regions when compared to both the anterior and septal regions 
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(all p<0.001). There were no significant differences in fibrosis deposition when 

comparing the anterior wall with interventricular septum (p=0.80) and lateral wall with 

posterior wall (p=0.68) respectively.  

 

Additionally, in cases of iMVP-SCD, both the lateral and posterior sections of the left 

ventricle demonstrated a significant epicardial to endocardial gradient of fibrosis – more 

fibrosis in the endocardial regions (p=0.003 for trend in the lateral wall and p<0.001 for 

trend in the posterior wall) – which was not present in the anterior or interventricular 

septal regions (p=0.08 for trend in the anterior wall and p=0.23 for trend in the 

interventricular septum).  

  

4.5 Discussion 

 

In this comprehensive study of histological fibrosis in patients with iMVP-SCD, we 

systematically quantified the extent and distribution of cardiac fibrosis in a cohort of 

individuals with iMVP-SCD compared to a matched control cohort. The following key 

findings were demonstrated: 

1. There was increased left ventricular free wall and interventricular septum 

fibrosis in individuals with iMVP-SCD compared with the control cohort 

(p<0.001); 

2. Right ventricular fibrosis was similar between individuals with iMVP-SCD and 

the control cohort (p=0.62) therefore specifically implicating left ventricular 

fibrosis in the pathogenesis of SCD; 
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3. In those with iMVP-SCD, left ventricular fibrosis was greatest in the lateral and 

posterior wall indicating non-uniform fibrotic distribution;  

4. A significant endocardial-epicardial gradient of left ventricular fibrosis within 

the lateral and posterior walls was apparent in those with iMVP-SCD suggestive 

of ventricular remodelling. 

 

Findings from out study suggests a generalised left ventricular remodelling process 

occurs in individuals with iMVP-SCD as evidenced by the significantly higher cardiac 

mass and more left ventricular (free wall and interventricular septum) fibrosis compared 

to a matched control cohort. While previous studies reported increased cardiac mass in 

cases of MVP and SCD, influencing factors were not necessarily controlled for.285 

Furthermore, other studies have predominantly shown localised increases in left 

ventricular fibrosis involving the papillary muscles and adjacent ventricular wall in 

those with MVP and SCD.9, 50 This study involved comprehensive assessment of overall 

left ventricular fibrosis and we found higher levels of fibrosis circumferentially around 

the left ventricle (anterior, lateral posterior and septal) and within all regions (inner 

third, middle third, outer third of the myocardial wall) compared to controls. Findings of 

increased cardiac mass in conjunction with an overall increase in left ventricular fibrosis 

provide strong evidence that generalised left ventricular remodelling and fibrotic 

changes occur in those with iMVP-SCD in addition to previously reported localised 

changes. 

 

This study also provides a systematic assessment of right ventricular fibrosis in 

individuals with iMVP-SCD compared with a matched control cohort. Two previous in 
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vivo studies found higher levels of right ventricular septal fibrosis in patients with MVP 

suggesting a generalised biventricular cardiomyopathic process,94, 95 although isolated 

(i.e. non-septal) right ventricular fibrosis was not assessed. We demonstrated that while 

those with iMVP-SCD had more fibrosis in the right ventricular aspect of the 

interventricular septum, the amount of isolated right ventricular fibrosis (free wall 

and/or outflow tract) was similar compared to the control group. Similar degrees of 

isolated right ventricular fibrosis between those with iMVP-SCD cases and controls 

specifically implicates left ventricular fibrosis and remodelling in the pathogenesis of 

iMVP related SCD. 

 

Within the iMVP-SCD group, we quantitatively demonstrated an endocardial to 

epicardial fibrosis gradient which is consistent with other conditions known to cause left 

ventricular remodelling and SCD, such as hypertrophic and dilated cardiomyopathy.230, 

231 However, in our cases of iMVP-SCD, this gradient of fibrosis was limited to the 

lateral and posterior portions of the left ventricle. Additionally, while the anterior and 

interventricular septum sections in those with iMVP-SCD contained more fibrosis 

compared to controls, this was significantly less than the lateral and posterior sections in 

those with iMVP-SCD. Of importance, the papillary muscle attachment within the left 

ventricle results in closer coupling within the lateral and posterior wall.76 These findings 

suggest that complex interactions between the papillary muscle attachment and the left 

ventricle in individuals with iMVP-SCD may result in non-uniform left ventricular 

remodelling. Specifically, it is postulated that higher mechanical stress and subsequent 

fibrosis occurs in this region due to the closer coupling of the papillary muscles.7, 9, 130 

Furthermore, our results are in keeping with recent non-invasive studies showing both 
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non-uniform increases in left ventricular fibrosis utilizing cardiac magnetic resonance 

imaging and left ventricular mechanical dispersion utilizing speckle-tracking 

echocardiography in patients with MVP.125, 131 These findings also affirm previous 

observations that patients with ‘malignant’ MVP are more likely to exhibit 

electrocardiogram repolarization abnormalities in the inferior and lateral regions.9, 35, 52, 

169 Collectively, findings from these clinical studies along with our histopathological 

results suggests that non-uniform left ventricular cardiac remodelling is an important 

pathophysiological component in the development of SCD in patients with iMVP. 

 

4.5.1 Implications 

 

While the association between MVP and SCD is increasingly recognised, the 

underlying pathophysiology remains elusive.7 To our knowledge, this is the first study 

to systematically quantify histological ventricular fibrosis in cases of iMVP-SCD. 

Based on our findings, we postulate that individuals with iMVP experience fibrotic 

changes concentrated around the base of the papillary muscles due to mechanical 

stresses imparted by a myxomatous mitral valve with additional LV remodelling. 

Therefore, a sequence involving papillary muscle tension with the subsequent 

development of both localised and generalised left ventricular fibrosis may be important 

in the pathogenesis of SCD in MVP. Isolated right ventricular fibrosis however does not 

appear to be consequential in this process. The use of non-invasive cardiac imaging 

techniques to characterise the distribution and extent of left ventricular fibrosis in living 

patients with MVP for SCD risk stratification merits further study.  
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4.5.2 Limitations 

 

We acknowledge certain limitations of this study. Given the nature of this autopsy-

based study, we are unable to comment on clinical characteristics such as history of 

syncope or findings from electrocardiography or Holter monitoring. Due to varying 

procedures with specimen handling over the 18-year period covered in the study, a 

proportion of cardiac tissue specimens were unavailable for analysis. We were unable to 

characterise left ventricular fibrosis in the basal and apical regions and papillary 

muscles due to the left ventricular sampling methodology during coronial autopsy. 

While increased papillary muscle fibrosis has been reported elsewhere,9 histological 

characterization of the left ventricular basal and apical regions would provide further 

insights into the complex process of non-uniform left ventricular remodelling in 

individuals with iMVP-SCD. Sampling of the right ventricle during coronial autopsy 

involved the free wall and/or outflow tract, hence we are unable to differentiate between 

fibrosis in these two areas. However, this would have been applicable to both the 

iMVP-SCD group and control group mitigating potential bias. 

 

4.6 Conclusion 

 

Our study demonstrates that non-uniform left ventricular remodelling occurs in patients 

with iMVP and SCD. These findings suggest that both generalised and localised left 

ventricular fibrotic changes are important in the pathogenesis of SCD in patients with 

MVP. 
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4.7 Tables 

4.7.1 Baseline demographics for 17 iMVP-SCD cases and controls 

 iMVP-SCD Controls p-value 

Age 47±16 47±16 0.84 

Female 12 (71%) 12 (71%) 1.0 

Height (cm) 169±10 167±10 0.16 

Weight (kg) 74 (69-100) 75 (67-95) 0.74 

BMI 26 (22-32) 27 (24-32) 0.58 

Cardiovascular history 

  Hypertension 

  Atrial fibrillation 

  Diabetes 

  Dyslipidaemia 

 

0 

1 

0 

0 

 

1 

1 

1 

1 

 

1.0 

0.48 

1.0 

1.0 

Cardiac mass (gm) 445 (356-600) 378 (293-506) 0.009 

  



115 

 

4.7.2 Ventricular fibrosis percentage for iMVP-SCD and controls 
 iMVP-SCD Controls p-value 

Left ventricle free wall – overall  3.1 (2.3-4.5) 1.9 (1.4-2.4) <0.001 

  Inner third     4.1 (2.7-4.4)     1.9 (1.4-2.5)     <0.001 

  Middle third     3.3 (2.4-4.4)     1.8 (1.4-2.3)     <0.001 

  Outer third     2.5 (2.0-3.5)     1.9 (1.4-2.3)     <0.001 

    

Anterior wall – overall  2.7 (2.0-3.4)* 1.9 (1.4-2.4) <0.001 

  Inner third     3.4 (2.0-6.9)     2.0 (1.5-2.7)     <0.001 

  Middle third     2.8 (1.9-3.1)     1.8 (1.3-2.3)     <0.001 

  Outer third     2.4 (1.9-2.8)     1.7 (1.3-2.2)     0.002 

    

Lateral wall – overall  4.4 (2.5-9.2)* 1.9 (1.5-2.4) <0.001 

  Inner third     10.4 (4.3-16.2)     1.7 (1.4-2.6)     <0.001 

  Middle third     5.4 (2.4-8.2)     1.9 (1.5-2.4)     <0.001 

  Outer third     3.5 (2.3-4.0)     1.9 (1.6-2.6)     <0.001 

    

Posterior wall – overall  4.0 (2.8-5.9)* 2.0 (1.5-2.4) <0.001 

  Inner third     7.2 (4.2-13.4)     1.9 (1.5-2.4)     <0.001 

  Middle third     4.1 (3.2-5.3)     1.9 (1.5-2.4)     <0.001 

  Outer third     2.8 (2.4-3.9)     2.0 (1.5-2.5)     <0.001 

    

Interventricular septum – overall  2.6 (1.9-4.1)* 1.7 (1.3-2.2) <0.001 

  Left ventricular third     2.8 (1.7-4.3)     1.7 (1.2-2.2)     <0.001 

  Middle third     2.7 (1.9-5.1)     1.7 (1.2-2.1)     <0.001 

  Right ventricular third     2.4 (1.8-3.0)     1.7 (1.4-2.3)     <0.001 

    

Right ventricle – overall  2.8 (2.0-3.7) 2.6 (1.8-3.9) 0.624 

  Inner third     2.2 (1.6-3.3)     2.4 (1.5-3.2)     0.728 

  Middle third     3.0 (2.2-4.0)     2.6 (1.9-4.2)     0.621 

  Outer third     3.0 (2.2-3.8)     2.7 (2.0-4.5)     0.575 

*Comparison of overall fibrosis in patients with iMVP-SCD: anterior wall vs lateral wall p<0.001, 

anterior wall vs posterior wall p<0.001, anterior wall vs interventricular septum p=0.80, lateral wall vs 

posterior wall p=0.68, lateral wall vs interventricular septum p<0.001, posterior wall vs interventricular 

septum p<0.001 
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4.8 Figures 

4.8.1 Histological ventricular samples 

 
Panels a and b shows low magnification (2x) images of sections from the interventricular septum and 

lateral left ventricle respectively in a patient with iMVP-SCD after trichrome staining. Panels c and d 

shows low magnification (2x) images of sections from the interventricular septum and lateral left 

ventricle respectively in a control patient after Masson’s trichrome staining. RV denotes right ventricular 

third, M denotes middle third, LV left ventricular third, I inner third and O outer third. Small scale bar at 

the bottom left of panels a, b, c and d represent 0.5mm. Panels e and f show 20x magnification image of 

left ventricle with trichrome stained collagen in blue (e) and corresponding fibrosis quantification using 

ImageJ (f).291 
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4.8.2 Left ventricular fibrosis percentage for iMVP-SCD and controls 

 
Image shows short axis view of the left ventricle with septal, anterior, lateral and posterior walls (clockwise from left) and anterolateral and posteromedial papillary 

muscles. Circular dashed lines delineate inner, middle and outer thirds (left ventricular third, middle third and right ventricular third for the septal region) of the left 

ventricle. Numbers indicate median fibrosis for the iMVP-SCD and control cohorts respectively within the delineated region. Presented p-values obtained using the 

Kruskal-Wallis test.  

Image adapted from original illustration by Patrick J. Lynch, medical illustrator, CC BY 2.5, https://commons.wikimedia.org/w/index.php?curid=1490819  

https://commons.wikimedia.org/w/index.php?curid=1490819
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4.9 Supplemental Materials 

4.9.1 Fibrosis percentage for iMVP-SCD ( ) and controls ( ) 

 
IVS indicates interventricular septum; Y-axis represents fibrosis percentage  

Inner, middle and outer third for IVS equivalent to the left ventricular, middle and right ventricular third
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4.9.2 Anterior wall fibrosis for iMVP-SCD ( ) and controls ( ) 

 

I, M, O indicates inner third, middle third and outer third of the ventricular wall respectively for both iMVP cases and controls.  
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4.9.3 Lateral wall fibrosis for iMVP-SCD ( ) and controls ( ) 

 

I, M, O indicates inner third, middle third and outer third of the ventricular wall respectively for both iMVP cases and controls.   
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4.9.4 Posterior wall fibrosis for iMVP-SCD ( ) and controls ( ) 

 

I, M, O indicates inner third, middle third and outer third respectively for both iMVP cases and controls.   
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4.9.5 Interventricular septum fibrosis for iMVP-SCD ( ) and controls ( ) 

 

L, M, R indicates left ventricular third, middle third and right ventricular third of the interventricular septum respectively for both iMVP cases and controls.  
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4.9.6 Right ventricular fibrosis for iMVP-SCD ( ) and controls ( ) 

 

I, M, O indicates inner third, middle third and outer third respectively for both iMVP cases and controls.   
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CHAPTER 5 

Continuous Cardiac Rhythm Monitoring for Ventricular 

Arrhythmias in Mitral Valve Prolapse 

 

5.1 Overview 

 

Background: Recent evidence implicates the role of malignant ventricular arrhythmias 

(VAs) in the pathogenesis of sudden cardiac death in patients with mitral valve prolapse 

(MVP). This study aimed to compare the cumulative incidence and characteristics of 

VAs in patients with MVP and control cohorts using an implantable cardiac monitor 

(ICM). Subgroup analysis within the MVP group aimed to determine whether certain 

factors were associated with the development of VAs. 

Methods: Patients undergoing diagnostic echocardiography at a tertiary institution 

diagnosed with MVP were prospectively recruited. Incidence and characteristics of VAs 

(defined as ventricular tachycardia ≥ 8 beats or ventricular fibrillation) detected on ICM 

were compared with 2 control cohorts – control low risk (Control-L) with absence of 

significant cardiovascular history; and control high risk (Control-H) with significant 

cardiovascular history (including coronary artery disease or cardiac surgery), abnormal 

echocardiogram (including left ventricular hypertrophy or reduced ejection fraction) or 

abnormal electrocardiogram (including Brugada pattern, long QT or early 

repolarization). Within the MVP group, comprehensive assessment with 

echocardiography, cardiac magnetic resonance imaging (MRI) for late gadolinium 
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enhancement (LGE), 24-hour Holter monitoring and signal average ECG was 

performed to determine potential predictors of VAs.  

Results: Overall, 21 patients with MVP underwent ICM insertion compared with 75 

Control-L and 49 Control-H patients. There were no significant differences between the 

MVP group and control groups with regards to age, gender and anti-arrhythmic use. 

Patients with MVP had a significantly higher cumulative incidence of VAs compared to 

both the Control-L (HR 7.1, 95%CI 2.6-19.2, p<0.001), and Control-H (HR 1.7, 95%CI 

1.1-2.7, p=0.01) cohorts, compared using a Cox proportional-hazards model. Compared 

with the Control-L cohort, patients with MVP were more likely to experience overnight 

episodes of VAs. Within the MVP group, a higher proportion of those with VAs had 

LGE on CMR than those without VAs (78% vs 20%, p=0.02). 

Conclusions: Patients with MVP have a significantly higher incidence of VAs 

compared with control cohorts. Presence of LGE on cardiac MRI is associated with the 

development of VAs in patients with MVP. 

 

5.2 Introduction 

 

Mitral valve prolapse (MVP) is characterised by the atrial displacement of the mitral 

valve leaflets during systole.4 Reported complications of MVP include mitral 

regurgitation (MR) requiring mitral valve surgery, cerebrovascular events, infective 

endocarditis and sudden cardiac death (SCD).1 

 

Recent evidence implicates the role of malignant ventricular arrhythmias (VAs) in 

patients with MVP who experience SCD.7, 8, 278, 285 Evidence indicates that patients with 
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MVP have more premature ventricular complexes, complex VAs compared to control 

cohorts based on 24-hour Holter monitoring.217 Furthermore, patients with MVP and a 

previous cardiac arrest are more likely to have recurrent VAs compared to other cardiac 

arrest survivors.52 However, there is limited data regarding long term continuous cardiac 

rhythm monitoring for VAs in unselected patients with MVP. 

 

In this study, we aimed to compare the incidence and characteristics of VA episodes 

detected on long term continuous cardiac rhythm monitoring through an insertable 

cardiac monitor (ICM) in patients with MVP and control groups. Additionally, within 

the MVP cohort, we investigate whether certain factors were associated with the 

development of VAs.  

  

5.3 Methods 

 

5.3.1 Patient selection 

 

All patients undergoing diagnostic echocardiography at the Austin Hospital – a tertiary 

hospital in Melbourne, Australia – between May 2016 and May 2018 were 

prospectively screened for the presence of MVP. All patients who consented to ICM 

insertion for long-term cardiac rhythm monitoring were recruited.  

  

Two control cohorts were obtained from the Austin Hospital ICM database. All patients 

with an ICM which was inserted and followed-up at Austin Hospital between January 

2012 and December 2017 were included as controls. Due to a higher incidence of 
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cardiac arrhythmias in patients with structural heart disease,295 the control cohorts were 

further stratified as low-risk controls (Control-L) or high-risk controls (Control-H). 

Patients with a history of coronary artery disease (acute coronary syndrome and/or 

coronary revascularization), previous cardiac surgery, significant left ventricular 

hypertrophy (≥15mm), reduced left ventricular ejection fraction (<50%) or abnormal 

baseline ECG (including Brugada pattern, long QT, early repolarization or QRS 

duration >120ms) were considered as Control-H. Patients without significant 

cardiovascular history and normal baseline ECG (including isolated atrial fibrillation 

and first degree heart block) were considered as Control-L.  

 

Exclusion criteria were age <18 or >85 years and existing cardiovascular implantable 

electronic device for all groups. 

 

Ethical approval for this study was granted by Austin Health Human Research Ethics 

Committee. 

 

5.3.2 Implantable cardiac monitor 

 

Continuous ambulatory ECG monitoring was performed using one of three ICM 

systems (either SJM Confirm, Abbott, Illinois, USA; or Reveal XT, Medtronic, 

Minnesota, USA; or Reveal Linq, Medtronic, Minnesota, USA) at the discretion of the 

implanting physician.  
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ICM insertion for patients at our institution involves a small incision (1-2cm depending 

on ICM system) in the 4th intercostal space in the left parasternal region. Adequate 

signal detection is confirmed prior to wound closure.  

  

In addition to storing patient triggered events, ICM devices for patients were routinely 

set to automatically trigger for the following arrhythmic events: 

▪ Tachycardia events (heart rate ≥ (210-age) for ≥ 8 beats) 

▪ Atrial fibrillation (AF) based on R-R irregularity for ≥ 10 minutes 

▪ Bradycardia events (heart rate ≤ 40 beats per minute for ≥ 4 beats) 

▪ Ventricular standstill ≥ 4 seconds 

 

Throughout the study period, ICM data was downloaded routinely 2 weeks after initial 

insertion and then at 3 monthly intervals by trained cardiac physiologists under the 

supervision of a cardiac electrophysiologist. Individual ICM episodes are all verified 

with significant arrhythmic events stored on an electronic database. Two cardiac 

electrophysiologists (H-C.H. and H.S.L) reviewed electrograms (EGMs) for all stored 

arrhythmic events for the MVP patients and both control groups. 

 

The primary outcome was the incidence of VAs which was a composite of ventricular 

tachycardia (VT) defined as ≥ 8 beats of VT at ≥ 120 beats per minute or ventricular 

fibrillation (VF) over a 24-month period, compared between the MVP patients and the 2 

control groups. For each individual episode of VA, the time of event (overnight episode 

defined as between 2300 and 0700 hours), morphology, duration, presence of preceding 
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premature ventricular complexes (within the previous 5 beats) and presence of short-

long-short sequence (SLS) activation were documented.296  

 

 

5.3.3 Echocardiography and assessment of cardiac function 

 

For those with MVP, all patients underwent transthoracic echocardiogram (TTE) 

performed in the left decubitus position using commercially available ultrasound 

systems (either Vivid 9, General Electric Healthcare, Milwaukee, WI, USA; or iE33, 

Philips, Bothell, WA, USA). Echocardiography assessment of patients with MVP was 

provided by two echocardiography cardiologists (P.C. and H.S.) who were blinded to 

arrhythmia outcomes and consistent with published literature.68, 88, 112, 297-299 The high 

reproducibility of echocardiographic parameters in our laboratory has been previously 

reported.300 

 

5.3.4 Electrocardiogram and signal averaged electrocardiogram 

 

For those with MVP, all patients underwent ECG and signal averaged ECG (SAECG) 

performed in the supine positions using a commercially available ECG system (MAC 

5500, General Electric Healthcare, Milwaukee, WI, USA). SAECG was performed at a 

high pass filter setting of 40-250Hz with 400 beat target. Late potentials were present if 

2 out of the 3 following criteria were met – total filtered QRS duration >114ms, low 

amplitude signal (< 40µV) duration > 38ms and root mean square voltage in terminal 

40ms of QRS < 20 µV – consistent with published guidelines.158  
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For the control groups, all ECGs were individually reviewed by 2 cardiac 

electrophysiologists (H-C.H. and H.S.L.) to determine presence of Brugada pattern, 

prolonged QT, early repolarization or QRS duration >120ms prior to control group 

assignment. 

 

5.3.5 Holter analysis 

 

For those with MVP-ICM, 24-hour Holter monitoring was performed using the Digitrak 

XT (Koninklijke Philips N.V., Netherlands). All recordings were independently 

analysed by 2 cardiac electrophysiologists (H-C.H. and H.S.L.).  

 

After obtaining a normal QRS complex, computational analysis was used to determine 

premature ventricular complex (PVC) burden (expressed as total PVCs per hour) while 

the longest run of NSVT was also recorded. 

 

5.3.6 Cardiac MRI 

 

In the MVP-ICM group, cardiac magnetic resonance (CMR) imaging was used to 

identify myocardial fibrosis. CMR was performed on a whole body 1.5-T scanner 

(Avanto; Siemens Healthcare, Erlangen, Germany) as previously described,301 with a 6-

channel body phased array coil anteriorly and spine coils posteriorly automatically 

selected by the system. Phase sensitive inversion recovery imaging was performed at 8 

minutes after contrast administration administration (0.2mmol/kg gadoterate 



131 

 

meglumine, Dotarem, Guebert, Villepinte, France) to identify areas of late gadolinium 

enhancement indicating cardiac fibrosis. CMR analysis was performed by a cardiac 

radiologist (R.L.) who was blinded to the arrhythmia outcomes. 

 

5.3.7 Statistical analysis 

 

Continuous data are reported as means with standard deviations and medians with inter-

quartile range as appropriate. The Shapiro-Wilk test was used to evaluate normality in 

continuous variables. The Student’s t-test and Mann-Whitney U test were used to 

compare continuous variables where applicable. Categorical data are presented as 

absolute numerical figures with percentages. Fisher’s exact test was used to compare 

categorical variables. Cumulative incidence curves were generated using the Kaplan 

Meier method and compared using the log-rank test. Patients were censored if they had 

early removal of their ICM, cardiac surgery or death (unrelated to arrhythmia) during 

the initial 24-month follow-up period. A 2-sided P value of <0.05 was considered 

significant. All data analyses were performed using SPSS Version 25 (IBM Corp., 

Armonk, NY). 

 

5.4 Results 

 

In total, 66 patients with MVP were identified and 21 underwent ICM insertion (40 

patients declined ICM insertion [17 were female] and 5 had an existing cardiovascular 

implantable electronic device). Additionally, we identified 75 patients for the Control-L 

group and 49 patients for the Control-H group.  
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5.4.1 Baseline characteristics 

 

Patients with MVP-ICM were similar to both control groups with respect to age and 

gender (Table 5.7.1). Approximately one-third of patients with MVP-ICM had a history 

of syncope which was significantly less compared to those in the Control HR group. All 

patients with MVP-ICM had a calculated left ventricular ejection fraction ≥ 50% and 

the majority (86%) of patients had bileaflet redundant MVP and non-severe mitral 

regurgitation. Those with MVP-ICM had a higher left ventricular end diastolic diameter 

compared to both control groups, likely reflecting the presence of associated mitral 

regurgitation. There were no significant differences between the MVP-ICM group and 

control groups with regards to use of anti-arrhythmic drugs. 

  

Within the initial 24-month follow-up period, 1 patient with MVP-ICM had early ICM 

removal (patient preference), 2 patients with MVP-ICM underwent mitral valve surgery, 

and 1 patient in the control HR group died due to stroke. 

 

5.4.2 Ventricular arrhythmias  

 

Over 24-month follow-up, the MVP group had a significantly higher incidence of VAs 

(≥ 8 beats of VT) compared to both the Control-L (HR 7.1, 95%CI 2.6-19.2, p<0.001), 

and Control-H (HR 1.7, 95%CI 1.1-2.7, p=0.01) groups, Figure 5.8.1. No patients in the 

MVP or Control-L group experienced sustained VAs as defined by VT at ≥ 120 bpm 

lasting ≥ 30 seconds. There were 2 patients in the Control-H group with sustained VAs 
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– a 32-year-old man with Brugada syndrome and 5 minutes of VT followed by VF who 

self-reverted into sinus rhythm, and a 67-year-old man with left ventricular hypertrophy 

and 49 minutes of VT. 

 

Characteristics of VAs for the groups are shown in Table 5.7.2. Notably, patients with 

MVP had more overnight episodes of VAs compared to the Control-L group (p=0.02). 

There were no significant differences between the groups with regards to proportion 

with polymorphic VT or VF, proportion with a preceding PVC or SLS sequence related 

VAs.  

  

Within the MVP group, 11 patients had NSVT while 10 did not have any NSVT during 

the study period (Table 5.7.3). There were no significant differences between the groups 

with regards to age, gender, symptoms, echocardiogram parameters, infero-lateral T-

wave changes, late potentials on SAECG or 24-hour Holter findings. Notably however, 

a higher proportion of those with NSVT had LGE on CMR than those without NSVT 

(78% vs 20%, p=0.02). 

 

5.4.3 Other arrhythmias 

 

Cumulative incidence of atrial fibrillation, supraventricular tachycardia and bradycardic 

events are shown in the data supplement (see Supplemental Results and Figure 5.9.2-

5.9.4). 
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5.5 Discussion 

 

While MVP has been strongly linked to sudden cardiac death due to malignant VAs,7, 8, 

278 there is limited information regarding continuous cardiac rhythm monitoring in this 

group of patients. Key findings from this study are: 

1. Patients with MVP experienced significantly higher rates of VAs compared to 

control cohorts; 

2. Patients with MVP and VT had higher rates of late gadolinium enhancement 

compared to patients with MVP and no VT. 

 

This study demonstrates that patients with MVP have a significantly higher incidence of 

VAs on continuous cardiac rhythm monitoring compared to control cohorts. Previous 

work investigating VAs in patients with MVP has accepted VT ≥3 beats as the outcome 

measure or included a highly selected population with secondary prevention ICDs.9, 52 

In a cohort of unselected patients, we defined VA episodes as VT ≥8 beats which has 

been shown to be incrementally predictive of adverse outcomes.148 Importantly, we 

found a significantly increased incidence of VAs in patients with MVP compared to 2 

control cohorts including those deemed to be at high risk of arrhythmic outcomes. Of 

note, the majority of these patients had bileaflet redundant MVP, which is suggested to 

carry greater risk of malignant VAs.52 

 

Other findings in this study give rise to possible mechanistic insights into VA 

development in patients with MVP. Patients with MVP experienced significantly more 

nocturnal episodes compared to the Control-L cohort. This suggests that episodes of VT 
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within the MVP population are not necessarily related to adrenergic drive supporting 

our previous finding that a significant proportion of sudden cardiac death events in 

MVP occurred during restful activity.285 

 

Additionally, myocardial fibrosis may provide the necessary substrate for re-entry. 

Histopathological studies have demonstrated increased left ventricular fibrosis in patient 

with MVP.9, 285 In living patients with MVP, LGE has been shown to correlate with 

PVCs and NSVT of ≥ 3 beats on 24-hour Holter monitoring.9, 89 However, this is the 

first study to associate the presence of LGE with NSVT of ≥ 8 beats in patients with 

MVP. Coupled with previous findings documenting cardiac arrest due to VF in patients 

with MVP,52, 285 PVC induced VT degenerating into VF may provide a plausible 

electrophysiological sequence in patients with MVP and sudden death. 

 

Certain negative findings from our study should be noted. Despite previous reports,278 

female gender, leaflet length and thickness, mitral regurgitation, mitral annular 

disjunction, infero-lateral T-wave changes on ECG and late potentials on SAECG were 

not significantly associated with VT in our MVP cohort. 

 

 

5.5.1 Limitations  

 

We acknowledge certain limitations in our study. MVP patients were recruited and 

monitored prospectively, while information for control cohorts were retrieved from a 

database raising the possibility of episode under-recognition. However, overall 
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incidence of VT and other arrhythmic events in our control groups were similar to 

previous reports.154, 155, 295 Some patients with MVP declined ICM insertion raising the 

possibility of self-selection bias within the recruited cohort, although the incidence of 

VT was still higher than a traditional high-risk control cohort. Given the relatively small 

study cohort, our ability to provide detailed comment on our negative findings is limited 

including the possibility for type II errors. No patients in the MVP cohort had sustained 

VAs or sudden death. Nevertheless, our findings provide important incremental 

knowledge about the nature of VAs in patients with MVP. Based on our findings, larger 

scale studies of continuous cardiac rhythm monitoring in patients with MVP would be 

important. 

 

5.6 Conclusion 

 

Patients with MVP have a significantly higher incidence of NSVT detected with long 

term continuous cardiac rhythm monitoring compared with control cohorts. Within the 

MVP cohort, presence of LGE on cardiac MRI was associated with the development of 

VT. 
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5.7 Tables 

5.7.1 Baseline demographics  
 MVP 

n=21 

Control LR 

n=75 

p-value* Control HR 

n=49 

p-value* 

Age 67 (60-71) 61 (47-73) 0.29 67 (54-77) 0.71 

Female gender 12 (57%) 32 (43%) 0.32 23 (47%) 0.60 

Clinical Indication      

  Syncope 8 (38%) 43 (57%) 0.14 35 (71%) 0.01 

  Pre-syncope  5 (7%)  5 (10%)  

  Palpitations  17 (23%)  2 (4%)  

  Cryptogenic stroke  8 (11%)  5 (10%)  

  Monitor atrial fibrillation burden  2 (3%)    

  Brugada pattern ECG    2 (4%)  

Echocardiogram       

  Normal 0 75 (100%)  28 (57%)  

  Abnormal 21 (100%)† 0  21 (43%)‡  

  LVEF (%) 60 (55-67) 63 (60-69) 0.13 50 (46-63) 0.03 

  LVEDD (mm) 53 (50-60) 46 (43-53) <0.001 47 (43-53) 0.0002 

  IVST (mm) 10 (9-12) 10 (9-12) 0.73 11 (9-13) 0.06 

  PWT (mm) 9 (9-10) 9 (8-10) 0.81 10 (9-11) 0.046 

ECG       

  Normal 21 (100%)§ 75 (100%)||  17 (35%)  

  Abnormal 0 0  32 (65%)#  

Cardiovascular history      

  Cardiac surgery 0 0 1.0 10 (20%)** 0.03 

  Coronary stent 1 (5%) 0 0.22 6 (12%) 0.67 

  Atrial fibrillation 2 (10%) 7 (9%) 1.0 6 (12%) 1.0 

  Stroke 2 (10%) 9 (12%) 1.0 6 (12%) 1.0 

  Hypertension 2 (10%) 36 (48%) 0.002 22 (45%) 0.005 

  Dyslipidaemia 10 (48%) 19 (25%) 0.06 18 (37%) 0.43 

  Diabetes 0 4 (5%) 0.57 12 (24%) 0.01 

Anti-arrhythmic drugs       

  Beta-blockers 7 (33%) 15 (20%) 0.24 16 (33%) 1.0 

  Verapamil/diltiazem 1 (5%) 1 (1%) 0.39 1 (2%) 0.51 

  Amiodarone 1 (5%) 1 (1%) 0.39 1 (2%) 0.51 

IVST, inter-ventricular septum thickness; LVEDD, left ventricular end diastolic diameter; LVEF, left 

ventricular ejection fraction; PWT, posterior wall thickness 

*Compared to MVP cases 

†All patients had MVP; other significant findings included severe mitral regurgitation (3) 

‡Echocardiogram abnormalities include valve surgery (3), left ventricular non-compaction (2), dilated 

cardiomyopathy (6), left ventricular hypertrophy ≥ 15mm (8), hypertrophic cardiomyopathy (2), 

segmental left ventricular dysfunction (5) and severe pulmonary hypertension (1) 

§Includes atrial fibrillation (1) and inferolateral T-wave changes (6) 

||Includes isolated first degree heart block (4) and atrial fibrillation (3) 

#Includes left bundle branch block (9), right bundle branch block (6), intraventricular conduction defect 

(2), Brugada (7), long QT (3), early repolarisation (2) and left ventricular hypertrophy with strain (3) 

**Includes coronary artery bypass graft (6), aortic valve replacement (3) and aortic arch repair (1) 
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5.7.2 Ventricular arrhythmia characteristics 
 MVP 

15 episodes 

Control LR 

13 episodes 

p-value* Control HR 

14 episodes 

p-value* 

Patients 11/21 (52%) 8/75 (11%) <0.001 9/49 (18%) 0.008 

Age 64 (56-72) 65 (51-74) 1.0 66 (54-75) 0.71 

Female 5 (45%) 6 (75%) 0.35 4 (44%) 1.0 

Syncope history 5 (45%) 5 (63%) 0.65 7 (78%) 0.20 

Preceding RR interval (ms) 850 (570-960) 700 (585-805) 0.37 750 (570-840) 0.61 

Overnight episode 6 (40%) 0 0.02 2 (22%) 0.21 

Arrhythmia type      

  NSVT 15 (100%) 13 (100%) 1.0 12 (86%) 0.22 

    Monomorphic   13 (87%)   13 (100%) 0.48   10 (83%) 1.0 

    Polymorphic   2 (13%)   0 0.48   2 (17%) 1.0 

  Sustained VT 0 0 1.0 1 (7%) 1.0 

  VF 0 0 1.0 1 (7%) 1.0 

Preceding PVC 5 (33%) 3 (23%) 0.69 4 (29%) 1.0 

SLS sequence 4 (27%) 1 (8%) 0.33 0 0.10 

NSVT, non-sustained ventricular tachycardia; PVC, premature ventricular complex; SLS, short long 

short; VF, ventricular fibrillation; VT, ventricular tachycardia. 

*Compared to MVP cases 
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5.7.3 Characteristics of MVP patients with and without VT 
 MVP with VT 

(n=11) 

MVP no VT 

(n=10) 

p-value 

Age 64 (56-72) 69 (63-71) 0.31 

Female gender 5 (45%) 7 (70%) 0.39 

Syncope 5 (45%) 2 (20%) 0.36 

Palpitations 9 (82%) 6 (60%) 0.36 

Echocardiogram parameters    

  Ejection fraction 60 (55-66) 60 (54-69) 0.92 

  End diastolic diameter 53 (51-55) 53 (48-57) 0.57 

  Bileaflet redundant 9 (82%) 9 (90%) 1.0 

  Anterior leaflet length 26 (25-32) 29 (27-35) 0.26 

  Anterior leaflet thickness 56 (52-69) 57 (53-72) 0.78 

  Posterior leaflet length 18 (17-21) 20 (14-22) 0.86 

  Posterior leaflet thickness 55 (54-68) 57 (45-75) 0.78 

  Mitral annular disjunction 3 (27%) 1 (10%) 0.60 

  Mitral regurgitation    

    Mild 4 (36%) 5 (50%) 0.44 

    Moderate 7 (64%) 2 (20%)  

    Severe 0 3 (30%)  

ECG    

  Infero-lateral T-wave changes 3 (27%) 3 (30%) 1.0 

SAECG    

  QRSd > 114ms 8 3 0.09 

  Low amplitude signal duration > 38ms 5 4 1.0 

  Terminal 40ms RMS < 20µV 6 3 0.39 

  Overall late potentials 5 3 0.66 

Late gadolinium enhancement 7/9 (78%)* 2/10 (20%)† 0.02 

24-hour Holter monitor    

  PVC/hr 95 (2-372) 17 (7-230) 0.83 

  ≥ 3 beats NSVT 3 (27%) 4 (40%) 0.66 

*Areas include basal antero-septal, septal, infero-septal, inferior and infero-lateral 

†Areas include basal inferior and mid-wall infero-lateral 
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5.8 Figures 

5.8.1 Cumulative incidence of ventricular arrhythmias 
 

 
*Compared with MVP group using log-rank test 
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5.9 Supplemental Materials 

 

5.9.1 Other arrhythmias 

 

Compared with the control LR group, patients with MVP had non-significant 

differences in newly diagnosed AF, SVT and bradycardic events, Figure 5.9.2-5.9.4. 

Compared with the control HR group, patients with MVP had non-significant 

differences in newly diagnosed AF and SVT but significantly less bradycardic events 

(p=0.02). Within the MVP group, 4 patients commenced anticoagulation for newly 

diagnosed AF and no patients experienced a cerebral embolic event during follow-up. 

Overall, 1 (5%) patient in the MVP cohort, 5 (7%) patients in the control LR cohort and 

8 (16%) patients in the control HR cohort received a permanent pacemaker during the 

study period.  
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5.9.2 Cumulative incidence of atrial fibrillation 

 
*Compared with MVP group using log-rank test 
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5.9.3 Cumulative incidence of supraventricular tachycardia 

 
*Compared with MVP group using log-rank test 
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5.9.4 Cumulative incidence of bradycardia 

 
*Compared with MVP group using log-rank test 
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CHAPTER 6 

Bileaflet redundant mitral valve prolapse and ventricular 

arrhythmias – effects of mitral regurgitation and mitral valve 

surgery 

 

6.1 Overview 

 

Background: In a high-risk cohort of patients with bileaflet redundant mitral valve 

prolapse (BiRMVP), the potential relationship between mitral regurgitation (MR) 

severity and ventricular arrhythmia (VAs) development requires clarification. 

Furthermore, whether amelioration of MR through mitral valve (MV) surgery improves 

VA burden in an unselected group of patients requires prospective evaluation. 

Methods: Patients undergoing echocardiography were screened for the presence of 

bileaflet (≥2mm atrial displacement of both MV leaflets) redundant (≥5mm thickness of 

either or both MV leaflets) MVP. Degree of MR was assessed according to American 

Society of Echocardiography guidelines. Presence of mitral annular disjunction (MAD) 

and late gadolinium enhancement (LGE) was assessed using echocardiography and 

cardiac magnetic resonance (CMR) respectively. Premature ventricular complex (PVC) 

burden and VA complexity was assessed using 24-hour Holter monitoring. 

Additionally, patients who were referred for MV surgery for MVP were also recruited 

and underwent Holter monitoring pre-operatively and post-operatively.  

Results: In total, 44 patients with BiRMVP were recruited and stratified according to 

degree of MR (mild n=15, moderate n=15, severe n=14). There were no differences in 
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baseline characteristics of age, sex, ejection fraction, ventricular wall thickness and 

pulmonary artery pressure between the 3 groups of MR severity. Those with moderate 

or severe MR had a higher left ventricular end diastolic diameter compared to those 

with mild MR. Presence of MAD and LGE was also similar between groups. There 

were no significant differences between the 3 groups in terms of PVC burden (0.3% 

[IQR, 0.08-11.1%] vs. 0.5% [IQR, 0.1-9.4%] vs. 0.4% [IQR, 0.02-2.3%] for mild, 

moderate and severe MR respectively, p=0.84) or Lown grade ≥4 complex VAs (60% 

vs. 73% vs. 71% for mild, moderate and severe MR respectively, p=0.70). Surgical 

correction of MR did not improve PVC burden (0.4% [IQR, 0.02-2.2%] vs. 0.7% [0.03-

2.0%] for pre-operative and post-operative respectively, p=0.33) in the overall cohort. 

Conclusions: Our findings indicate that severity of MR does not affect VA burden or 

complexity in patients with BiRMVP. Additionally, surgical correction of MR does not 

affect VA burden or complexity in an unselected cohort of patients with MVP. 

 

6.2 Introduction 

 

Mitral valve prolapse (MVP) is a condition characterised by ventricular displacement of 

the mitral valve (MV) leaflet(s) during systole. The estimated prevalence of MVP is 

2.4%, while redundant leaflet MVP (defined by leaflet thickening ≥5mm on 

echocardiography) is 1.3%.4 Reported complications include mitral regurgitation (MR) 

requiring surgery, stroke, endocarditis, ventricular arrhythmias (VAs) and sudden 

death.5, 302 
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Currently, the presence of redundant leaflet MVP is the only independent predictor of 

sudden death events,5, 278 while bileaflet redundant MVP (BiRMVP) has been found as 

an independent risk factor for cardiac arrest in patients with MVP.52 Within this group 

of higher risk patients, the importance of MR requires clarification. There are 

conflicting reports regarding the relationship of MR with regards to ventricular 

arrhythmias (VAs) in patients with MVP.122, 124, 125, 278, 285 Furthermore, while case 

reports have indicated reduced VA burden in MVP patients post cardiac surgery,189, 208, 

238-240, 303 there is limited prospective data for this cohort.278  

 

In this study, we sought to describe the effects of MR with regards to VAs in patients 

with BiRMVP. Additionally, we prospectively evaluated the effect of MV surgery with 

respect to VAs in patients with BiRMVP. 

 

6.3 Methods 

 

6.3.1 Patient selection 

 

The Austin Hospital is a tertiary referral hospital in Melbourne, Australia. To assess the 

impact of MR severity on VAs, all patients undergoing diagnostic echocardiography at 

Austin Hospital between May 2016 and December 2017 were screened for inclusion.  

 

To assess the impact of MV surgery on VAs, all patients undergoing MV surgery for 

MVP at Austin Hospital between May 2016 and May 2019 were screened for inclusion. 
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6.3.2 Ethical approval 

 

Ethical approval for this study was granted by Austin Health Human Research Ethics 

Committee (HREC/Austin/15/322).  

 

6.3.3 Echocardiography 

 

All transthoracic echocardiogram (TTE) were performed in the left decubitus position 

using commercially available ultrasound systems (either Vivid 9, General Electric 

Healthcare, Milwaukee, WI, USA; or iE33, Philips, Bothell, WA, USA).  

 

Presence of BiRMVP was assessed on 2-D echocardiography which involved the atrial 

displacement of both MV leaflets ≥2mm during systole in the parasternal long axis 

(PLAX) view.68 Leaflet thickness was also obtained in end-diastole in the PLAX view. 

This was measured from the leading edge to the trailing edge of the thickest area in the 

mid-portion of the leaflet.4 Included patients were required to have prolapse of both 

mitral leaflets with thickening ≥5mm in one or both leaflets. Two echocardiography 

cardiologists (H.S. and P.C.), who were blinded to the arrhythmia outcomes, assessed 

patients for inclusion and provided quantification of MR based on current American 

Society of Echocardiography guidelines.298 

 

Additional echocardiographic measurements included Simpson’s biplane left ventricular 

ejection fraction (LVEF), left-ventricular end-diastolic diameter (LVEDD), 

intraventricular septum thickness, posterior wall thickness, right ventricular systolic 
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pressure and mitral annular disjunction (MAD) defined as the separation of the left 

atrial wall-MV junction and the top of the left ventricle wall in the PLAX view.88 The 

high reproducibility of echocardiographic parameters in our laboratory has been 

previously reported.300 

 

6.3.4 Holter analysis 

 

24-hour Holter monitoring was performed using the Digitrak XT (Koninklijke Philips 

N.V., Netherlands) system. All recordings were independently analysed by 2 

electrophysiology cardiologists (H-C.H. and H.S.L.).  

 

After obtaining a normal QRS complex, computational analysis was used to determine 

premature ventricular complex (PVC) burden (expressed as 100 x total PVCs/total 

heartbeats) and PVC complexity categorised using Lown grading classification.145 

 

For the MV surgery cohort, Holter monitoring was performed approximately 6 weeks 

pre-operatively and 3 months post-operatively. 

 

6.3.5 Cardiac surgery 

 

During the study period, 4 cardiac surgeons (G.M., S.M., P.H., and N.R.) were 

responsible for the procedures in our cohort of patients. Where possible, the MV was 

repaired by excision of excess leaflet tissue, closure of clefts and annuloplasty ring 

insertion. In cases where MV repair was not possible, MV replacement was performed.  
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All patients who were referred for surgical correction of BiRMVP related MR were 

recruited. In addition, those undergoing surgery for redundant single leaflet MVP and 

non-redundant leaflet MVP were included as supplemental cases. 

 

6.3.6 Cardiac MRI 

 

Cardiac magnetic resonance (CMR) was performed on a whole body 1.5-T scanner 

(Avanto; Siemens Healthcare, Erlangen, Germany) as previously described,301 with a 6-

channel body phased array coil anteriorly and spine coils posteriorly automatically 

selected by the system. Modified Look-Locker inversion recovery (MOLLI) T1 

mapping acquisition was performed in the short axis plane in the mid-ventricular level, 

with breath holding at end-expiration, prior to and 15 minutes after contrast 

administration (0.2mmol/kg gadoterate meglumine, Dotarem, Guebert, Villepinte, 

France), with subsequent calculation of extracellular volume.304 Phase sensitive 

inversion recovery imaging was performed at approximately 8 minutes after contrast 

administration to identify areas of late gadolinium enhancement (LGE) indicating 

cardiac fibrosis. CMR analysis was performed by a cardiac radiologist (R.P.L.) who 

was blinded to the arrhythmia outcomes. 

 

6.3.7 Statistical analysis 

 

Continuous data are reported as means with standard deviations and medians with inter-

quartile range. The Shapiro-Wilk test was used to evaluate normality in continuous 
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variables. The Student’s t-test and one-way analysis of variance were used to compare 

parametric continuous variables, while the Mann-Whitney U and the Kruskal-Wallis 

tests were used to compare non-parametric continuous variables where applicable. 

Categorical data are presented as absolute numerical figures with percentages. Fisher’s 

exact test was used to compare categorical variables. Matched samples were compared 

using the Wilcoxon sign-rank test and McNemar’s test as indicated. A 2-sided P value 

of <0.05 was considered significant. All data analyses were performed using SPSS 

Version 24 (IBM Corp., Armonk, NY). 

 

6.4 Results 

 

6.4.1 Mitral regurgitation and ventricular arrhythmias 

 

Baseline characteristics are shown in Table 6.7.1. 

 

For the 3 groups of MR severity (mild, moderate and severe), there were no significant 

differences in age, sex, medical history and medications. Of note, there were no patients 

taking amiodarone. LVEDD was lower in patients with mild MR compared to those 

with moderate and severe MR (51mm vs. 55mm vs. 56mm, p=0.003). Other 

echocardiography parameters were not significantly different between the groups as 

were the of presence of MAD (60% vs. 47% vs 21% for mild, moderate and severe MR 

respectively, p=0.11) and focal LGE (33% vs. 64% vs. 54% for mild, moderate and 

severe MR respectively, p=0.28). Values from T1 mapping and extra-cellular volume 

calculations were also not significantly different between the groups. 
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Salient findings from 24-hour Holter monitoring are shown in Figure 6.8.1. There were 

no significant differences between the 3 groups in terms of PVC burden (0.3% vs. 0.5% 

vs. 0.4% for mild, moderate and severe MR respectively, p=0.84) or Lown grade ≥4 

complex ventricular arrhythmias (60% vs. 73% vs. 71% for mild, moderate and severe 

MR respectively, p=0.70). 

 

6.4.2 Effect of cardiac surgery on ventricular arrhythmias 

 

During the study period, 14 patients with BiRMVP underwent MV surgery (Table 

6.7.2). All patients undergoing MV repair (n=12) also had annuloplasty ring insertion. 

Overall, there was no significant difference in PVC burden (0.4% [IQR, 0.02-2.2%] vs. 

0.7% [0.03-2.0%] for pre-operative and post-operative respectively, p=0.33) or complex 

VAs (p=1.0) between pre-operative and post-operative Holter monitoring (Figure 6.8.2). 

Within this cohort, subgroup analysis of change in PVC burden and complex VAs for 

those with and without LGE and MAD are shown in Table 6.7.3. Of note, in BiRMVP 

patients with evidence of LGE, there was an overall increase in PVC burden (0.2% 

[IQR, 0.02-1.4%] vs. 0.8% [IQR, 0.09-3.3%] for pre-operative and post-operative 

burden respectively, p=0.03) after MV surgery. 

 

One patient with BiRMVP experienced a significantly improved PVC burden post-

operatively while one patient had significantly increased PVC burden post-operatively 

(both detailed below).  
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An additional 9 patients with non-BiRMVP also underwent MV surgery during the 

study period (Table 6.9.1). Similarly, there was no difference in PVC burden or 

complex VAs between pre-operative and post-operative Holter monitoring. 

 

6.4.3 Significant change in PVC burden post cardiac surgery 

 

A 46-year-old female had significantly reduced PVC burden post MV repair (Table 

6.7.2). Two pre-operative Holter recordings (12 months apart) showed PVC burdens of 

15.2% and 10.6% respectively, with a 12-lead ECG showing ventricular bigeminy with 

alternating PVC morphologies (Figure 6.8.3) likely originating from the papillary 

muscles or mitral annulus. Echocardiogram showed LVEDD 53mm, LVEF 55%, 

BiRMVP, moderate MR and MAD (Figure 6.8.4). Two pre-operative CMR scans (12 

months apart at 2 centers) specifically excluded LGE. At surgery, both MV leaflets 

were myxomatous with an unstable annulus; intervention involved triangular resection 

of P2, P2/P3 cleft closure and annuloplasty ring (36mm) insertion. Post-operative 

echocardiogram showed satisfactory MV repair without MAD (Figure 6.8.4). Holter 

monitoring showed PVC burden of 0.03%. 

  

A 74-year-old male had significantly increased PVC burden post MV repair (Table 

6.7.3). Pre-operative Holter recording showed a PVC burden of 2.18%. Echocardiogram 

showed LVEDD 6.1cm, LVEF 50%, severe MR and MAD. Pre-operative CMR 

demonstrated mid-inferolateral segment mid-myocardial/subepicardial LGE. At surgery, 

both MV leaflets were myxomatous with an unstable annulus; intervention involved 

bileaflet delamination and annuloplasty ring (40mm) insertion. Post-operative 
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echocardiogram showed satisfactory MV repair without MAD but LVEF 32%. Holter 

monitoring showed PVC burden of 12.3%. 

 

6.5 Discussion 

 

This study investigated the relationship between degree of MR and VAs in patients with 

BiRMVP and prospectively investigated the potential role of MV surgery in reducing 

VA burden. Our key findings include: 

1. In patients with BiRMVP, severity of MR does not affect degree of VAs 

2. MV surgery does not have an effect on VAs in unselected patients with MVP 

3. The role of MV surgery in reducing VA burden in selected patients with MVP 

warrants further investigation 

 

The role of MR with regards to VAs in patients with BiRMVP requires clarification. 

Previous studies have found that the significant MR was a predictor for VAs in patients 

with MVP,122, 124 and that conservatively managed flail MR was predictive for sudden 

death although the mechanism of death may have been related to hemodynamic 

decompensation.126 Conversely, other studies have suggested that MVP rather than MR 

severity was associated with the development of VAs and sudden cardiac death.9, 118, 125, 

278, 285 Importantly however, our current study focused specifically on patients with 

BiRMVP, who are a subset of patients deemed to be potentially at higher risk of 

malignant VAs.52 We did not find any significant differences with MR severity and 

VAs in patients with BiRMVP in terms of PVC burden and complex VAs. This 

included both cases of de-novo MVP and MVP pre and post MV surgery. We determine 
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that within this higher risk cohort, the degree of MR does not affect the burden or 

degree of VAs.  

 

This study also sought to resolve the potential role of MV surgery for the reduction of 

VAs in patients with MVP.278 The current evidence is predominantly centered on case 

reports describing generally improved VA burden post MV surgery,189, 208, 238-240, 303 

attributable in part to improved mitral annular stability.189, 208, 238, 239, 303 Nevertheless, 

malignant VAs may persist in some patients even after MV surgery.240 To our 

knowledge, this is the first prospective study to systematically investigate the effect of 

MV surgery on VAs in patients with MVP. We found that MV surgery had no effect on 

VAs in this unselected group of patients with MVP. These findings are in keeping with 

a previous retrospective study indicating that MV surgery does not affect VA burden in 

an unselected group of patients with BiRMVP,247 providing further evidence that the 

degree of MR has minimal impact on VAs in patients with BiRMVP. 

 

Interestingly, in our patients with BiRMVP and LGE on CMR, there was an overall 

increase in PVC burden post-operatively. This suggests that identifiable left ventricular 

substrate abnormalities in patients with BiRMVP may trigger VAs and not necessarily 

be reversed with surgical intervention. This potential insight into the pathogenesis of 

VAs in BiRMVP is further supported by our two patients with significant changes in 

PVC burden post MV surgery – one significantly reduced whereas another significantly 

increased. Both patients had BiRMVP with MAD and previous reports have indicated 

that these abnormalities may contribute to VAs.52, 88, 118, 120, 282 We hypothesise that the 

amelioration of MAD and improved mitral annulus stability in the 46-year-old female 
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patient was relevant in the improvement of her PVC burden, especially given that her 

PVCs were likely originating from the papillary muscles and/or mitral annulus.305 

However, our findings suggest that these factors may only partially account for the 

development of VAs. Patients with co-existent LGE on CMR and possibly reduced left 

ventricular function, as evident in the 74-year-old male, may have additional substrate 

for VAs which may not be reversed with MV surgery indicating the potential role for 

early intervention. The aforementioned retrospective study found that VA burden was 

improved in a younger surgical cohort, with the authors postulating that early 

amelioration against the development of arrhythmogenic substrate may be important.247 

Findings in our patients lend support to this theory, although larger prospective studies 

investigating the effects of MV surgery in patients with BiRMVP with a specific focus 

on LGE and MAD are required. 

 

6.5.1 Limitations 

 

We acknowledge certain limitations in this study. Findings from our study are 

applicable only to patients with BiRMVP, although this appears to be the population 

most at risk for adverse events.5, 52 A lack of association between MV surgery with VAs 

may be due to the generally low overall VA burden in the surgical group or limited 

patient numbers. However, this cohort represents the largest collection of prospectively 

evaluated and unselected cases of MVP undergoing MV surgery. We are also unable to 

determine potential differences between mitral valve repair and replacement. 

Additionally, while MR severity does not appear to be related to VAs in patients with 
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BiRMVP, the complex interplay between LGE, MAD and left ventricular 

decompensation with regards to VAs requires clarification. 

 

6.6 Conclusion 

 

Our findings indicate that severity of MR does not affect VA burden or complexity in 

patients with BiRMVP. Additionally, surgical correction of MR does not affect VA 

burden or complexity in an unselected cohort of patients with BiRMVP. The role of MV 

surgery in patients with BiRMVP, MAD and a high burden of VAs warrants further 

investigation. 
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6.7 Tables 

6.7.1 Clinical and imaging characteristics according to MR severity 
 Mild MR 

(n=15) 

Moderate MR 

(n=15) 

Severe MR 

(n=14) 

p-value 

Age (years) 59±11 56±12 58±16 0.80 

Female 9 (60%) 7 (47%) 6 (43%) 0.62 

Medical history     

Cardiovascular 

  IHD 

  AF 

  CCF 

  Cerebrovascular disease 

 

1 

2 

0 

1 

 

0 

3 

0 

0 

 

0 

4 

1 

1 

 

1.0 

0.59 

0.32 

0.76 

Cardiovascular risk factors 

  Hypertension 

  Hypercholesterolaemia 

  Smoking 

  Diabetes 

 

2 

3 

7 

0 

 

2 

6 

5 

2 

 

4 

7 

3 

0 

 

0.55 

0.25 

0.45 

0.32 

Other 2* 3†  4‡ 0.59 

Nil 2 3 3 0.89 

Medications     

Cardiovascular 

  Aspirin 

  Clopidogrel 

  Anticoagulant   

  β-blocker 

  Sotalol 

  Digoxin 

  Verapamil 

  Renin-angiotensin blockade 

  Statin 

  Amlodipine 

  Spironolactone 

  Frusemide 

 

4 

1 

1 

6 

1 

0 

0 

3 

4 

0 

0 

0 

 

2 

0 

2 

3 

1 

0 

0 

3 

4 

1 

0 

0 

 

1 

0 

3 

3 

2 

1 

1 

5 

7 

0 

1 

2 

 

0.46 

1.0 

0.49 

0.52 

0.68 

0.32 

0.32 

0.62 

0.33 

1.0 

0.32 

0.10 

Proton pump inhibitor 3 3 1 0.67 

Antidepressant 2 0 2 0.44 

Other 4§ 4|| 5# 0.84 

Nil 2 3 2 1.0 

LVEF (%) 60 (57-67) 60 (55-66) 59 (54-64) 0.53 

LVEDD (mm) 51±4 55±4 56±5 0.003 

IVST (mm) 9 (9-10) 10 (8-12) 10 (9-11) 0.51 

PWT (mm)  9 (9-10) 9 (8-10) 10 (8-10) 0.91 

RVSP (mmHg) 23 (20-26) 25 (22-29) 26 (21-36) 0.26 

MAD 9 (60%) 7 (47%) 3 (21%) 0.11 

Late gadolinium enhancement 4/12 (33%) 9/14 (64%) 7/13 (54%) 0.28 

T1 MOLLI native (ms) 987±30 1013±43 1009±49 0.29 

T1 MOLLI post-contrast (ms) 391±41 398±44 414±55 0.48 

ECV (%) 27±2 29±3 29±4 0.57 

AF, atrial fibrillation; CCF, congestive cardiac failure; IHD, ischaemic heart disease; IVST, intra-

ventricular septum thickness; LVEDD, left ventricular end diastolic diameter; LVEF, left ventricular 

ejection fraction; PWT, posterior wall thickness; RVSP, right ventricular systolic pressure 

*Includes breast cancer and migraine 

†Includes chronic obstructive pulmonary disease, pituitary dysfunction, iron deficiency anaemia 

‡Includes lymphoma, asthma, systemic lupus erythematosus, Hashimoto’s disease, osteoporosis 

§Includes doxycycline, meloxicam, betahistine, hormone replacement 

||Includes seretide, Spiriva, thyroxine, desmopressin, oral contraceptive pill, metformin 

#Includes symbicort, thyroxine, amoxicillin, hydroxychloroquine, denosumab  
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6.7.2 BiRMVP surgical cases 
Case Age/

Sex 

MAD LGE MV 

surgery 

Additional 

surgery 

Pre-operative parameters Post-operative parameters 

      MR AAD PVC% Lown 

grade 

MR AAD PVC% p-value* Lown 

grade 

p-value† 

1 46F Y N Repair PFO Mod Nil 10.6 4b Nil Nil 0.027  3  

2 78F N Y Replace Patch repair of 

LV 

Sev Nil 2.84 5 Nil Nil 3.38  5  

3 59M N Y Repair LAA Mod Nil 0.015 1 Mild Nil 0.023  4a  

4 44M N Y Repair LAA Sev Nil 0.010 3 Mild Nebivolol 1.65  4a  

5 67M N Y Repair PFO, LAA Sev Nil 0.41 4a Mild Nil 0.66  4a  

6 62F Y Y Repair LAA Mod Sotalol 0.53 4a Mild Atenolol 0.78  4a  

7 42M N Y Repair LAA, cryo, TV Sev Carvedilol 0.19 4a Nil Sotalol 0.15 0.33 5 1.0 

8 42F N NA Repair PFO, LAA, cryo Sev Bisoprolol 2.14 5 Mild Amiodarone 0.69  4a  

9 74M N N Replace Nil Sev Nil 0.37 5 Mild Metoprolol 1.61  4a  

10 52M N Y Repair Nil Sev Sotalol, digoxin 0.22 3 Nil Sotalol 3.18  5  

11 25M Y Y Repair Nil Mod Nil 0.019 5 Nil Metoprolol 0.016  4a  

12 75M Y Y Repair LAA Sev Nil 2.18 5 Nil Metoprolol 12.3  5  

13 44F Y N Repair PFO Sev Nil 0.66 5 Mild Nil 0.32  3  

14 55M N N Repair LAA, cryo Sev Metoprolol 0.0063 1 Nil Amiodarone 0.0075  1  

AAD, anti-arrhythmic drugs; CABG, LAA, left atrial appendage (closure); LGE, late gadolinium enhancement; MAD, mitral annular disjunction; PFO, patent foramen 

ovale (closure); TV, tricuspid valve (annuloplasty) 

*Compared to pre-operative parameters using Wilcoxon sign-rank test 

†Compared to pre-operative parameters using McNemar’s test 
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6.7.3 VAs according to LGE and MAD status for surgical cases 

 Pre-operative Post-operative 

 PVC% Lown 

grade ≥4 

PVC% p-value* Lown 

grade ≥4 

p-value† 

LGE+ (n=9) 0.22 (0.01-1.4) 6 (67%) 0.78 (0.09-3.3) 0.03 9 (100%) 0.25 

LGE- (n=4) 0.52 (0.10-8.1) 3 (75%)  0.17 (0.01-1.3) 0.72 1 (25%) 0.48 

MAD+ (n=5) 0.66 (0.27-6.4) 5 (100%) 0.32 (0.02-6.5) 0.69 3 (60%) 0.48 

MAD- (n=9) 0.22 (0.01-1.3) 5 (56%) 0.69 (0.09-2.4) 0.14 8 (89%) 0.25 

*Compared to pre-operative parameters using Wilcoxon sign-rank test 

†Compared to pre-operative parameters using McNemar’s test 
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6.8 Figures 

6.8.1 VAs according to MR severity 

 
PVC burden compared using Kruskal-Wallis test 

Complex VAs compared using chi-square test 
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6.8.2 PVC burden for surgical BiRMVP cases 

 
Each line represents PVC burden of a patient pre-operatively and post-operatively 

PVC burdens compared using Wilcoxon sign-rank test 
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6.8.3  12-Lead ECG with PVCs  

 

ECG showing sinus rhythm with ventricular bigeminy of 2 morphologies. PVC1 is left ventricular with superior axis, possibly originating from the posteromedial 

papillary muscle. PVC2 is left ventricular with inferior axis, possibly originating from the mitral annulus or anterolateral papillary muscle.  
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6.8.4 Mitral annular disjunction 

 
Top image is pre-operative echocardiogram showing MAD (red arrow) and bottom image is post-

operative echocardiogram showing the same view after MV repair and annuloplasty ring insertion.   
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6.9 Supplemental Materials 

6.9.1 Other MVP surgical cases 
Case Age/

Sex 

MAD LGE MV 

surgery 

Additional 

surgery 

Pre-operative parameters Post-operative parameters 

      MR AAD PVC% Lown 

grade 

MR AAD PVC% p-value* Lown 

grade 

p-value† 

15‡ 79M N N Repair LAA, cryo, TV Sev Metoprolol 0.023 4a Nil Metoprolol 0.74  5  

16‡ 58M N N Repair Nil Sev Nil 0.0022 1 Nil Nil 0.010  5  

17§ 60M N Y Repair Nil Sev Nil 0.075 4a Mild Nil 0.088  5  

18§ 69M N N Repair CABG x2 Sev Nil 0.18 5 Mild Metoprolol 0.11 0.14 4a 1.0 

19§ 62M N N Replace LAA, CABG x1 Mod Sotalol 0.0011 1 Nil Sotalol 0  0  

20§ 55M N NA Repair Nil Sev Nil 0.0029 4a Mild Nil 0  0  

21‡ 57M N Y Repair CABG x3 Mod Metoprolol 0.011 1 Nil Metoprolol 0.033  3  

22§ 79M N N Repair Nil Mod Nil 0.037 3 Nil Metoprolol 0.10  3  

23§ 79F N Y Replace Nil Mod Nil 0.14 3 Mild Metoprolol 3.78  4a  

AAD, anti-arrhythmic drugs; CABG, coronary artery bypass graft; LAA, left atrial appendage (closure); LGE, late gadolinium enhancement; MAD, mitral annular 

disjunction; TV, tricuspid valve (annuloplasty) 

*Compared to pre-operative parameters using Wilcoxon sign-rank test 

†Compared to pre-operative parameters using McNemar’s test 

‡Non-redundant MVP 

§Posterior leaflet redundant MVP 
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CHAPTER 7 

Summary 

 

MVP is a common cardiac valve condition which has been associated with the 

occurrence of SCD through the development of malignant VAs, however this link is 

predominantly based on case reports. The underlying cardiac histopathological changes 

described in individuals with iMVP-SCD are lacking from adequately controlled data, 

while little is known regarding the distribution of histological fibrosis in these cases. 

Electrophysiological cardiac rhythm information in these patients is limited to reports 

utilizing short-term cardiac rhythm monitoring strategies, while the importance of mitral 

regurgitation with respect to VAs in MVP requires clarification. This thesis investigated 

the complex relationship between MVP, VAs and SCD.  

 

The apparent link between MVP and SCD has been predominantly been based on 

individual case reports and series. Chapter 2 systematically reviewed all reported cases 

of MVP with SCD or cardiac arrest in the literature. Relevant clinical characteristics 

include a predominantly young, female population with frequent PVCs, bileaflet 

involvement and cardiac arrest occurring as a result of VF. Leaflet redundancy was 

shown as the only independent predictor of SCD in MVP. The estimated incidence of 

SCD in MVP is approximately 1.5 times compared to the general population, although 

this is likely significantly higher in those with leaflet redundancy.  

 

Reported histopathological changes in individuals with MVP and sudden death include 

greater cardiac mass, increased mitral annulus size and left ventricular fibrosis although 
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such findings are confounded by a lack of adequate control cases. Furthermore, there 

are a paucity of cases describing cardiac arrest rhythm in individuals with autopsy 

confirmed iMVP. Chapter 3 described histopathological findings and cardiac arrest 

rhythm in individuals with iMVP and SCD compared to matched control groups. Salient 

results included increased cardiac mass, mitral annulus size and left ventricular fibrosis 

in individuals with iMVP, with VF being the predominant cardiac arrest rhythm. 

Findings from this chapter indicate that individuals with iMVP have left ventricular 

substrate abnormalities on histopathological examination providing a plausible link to 

the development of malignant VAs resulting in SCD.  

 

Detailed left ventricular assessment for transmural and circumferential fibrosis along 

with characterization of right ventricular fibrosis may provide additional insights into 

the potential pathogenic role of cardiac fibrosis in individuals with iMVP-SCD. Chapter 

4 comprehensively and systematically quantified left and right ventricular fibrosis in 

individuals with iMVP-SCD compared to a matched control group. Salient results 

included more left ventricular and interventricular septum fibrosis in iMVP-SCD cases 

with a significant endocardial-epicardial fibrosis gradient within the lateral and posterior 

walls. Findings from this chapter indicate that individuals with iMVP have both 

localised and generalised left ventricular histological fibrosis and that non-uniform left 

ventricular remodelling may be important in the pathogenesis of SCD.  

 

There is limited data regarding long-term continuous cardiac rhythm monitoring for 

VAs in patients with MVP. Chapter 5 compared the incidence of VAs detected with 

continuous cardiac rhythm monitoring in patients with MVP and controls, and 
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examined whether certain factors predicted for the development of VAs within the MVP 

group. Salient results included a higher overall incidence of VAs in patients with MVP 

compared to control groups and that presence of late gadolinium enhancement on 

cardiac MRI predicted for the development of VAs in those with MVP. Findings from 

this chapter demonstrate that patients with MVP are at high risk for VAs even compared 

to traditional higher risk cohorts whilst affirming the predictive importance of cardiac 

fibrosis for VAs in a living cohort of patients with MVP. 

 

The importance of mitral regurgitation with regards to VAs in patients with redundant 

leaflet MVP requires clarification. Furthermore, whether amelioration of mitral 

regurgitation with surgery impacts VA burden in these patients requires prospective 

evaluation. Chapter 6 evaluated the role of mitral regurgitation and mitral valve surgery 

with regards to VAs in patients with redundant leaflet MVP. Salient results included 

that the severity of mitral regurgitation did not affect VA burden in patients with 

redundant leaflet MVP while mitral valve surgery did not change VA burden in 

unselected patients with MVP. Findings from this chapter confirm that the degree of 

mitral regurgitation is not linked to development of VAs in a higher risk subset of 

patients with MVP. Furthermore, despite previous case reports of improved VA burden 

post mitral valve surgery, we demonstrate that is not applicable to an unselected cohort 

of patients.  
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CHAPTER 8 

Future Directions 

 

Findings from this thesis provide several novel insights into the pathogenesis of 

ventricular arrhythmias and sudden cardiac death in individuals with mitral valve 

prolapse. However, further work is required to better understand this complex 

relationship and develop frameworks for identifying those with MVP who are at highest 

risk of SCD events allowing the potential for therapeutic interventions. 

 

This thesis provided a comprehensive summary of published cases of MVP and SCD 

reporting clinical characteristics, predictors and estimated incidence. However, to better 

understand the complex relationship between MVP and SCD, standardised reporting of 

clinical, electrophysiological, echocardiographic and other cardiac imaging variables 

with documentation of long terms outcomes is required.  

 

Certain histopathological findings of individuals with MVP and SCD were 

demonstrated in this thesis. Further work should focus on delineating fibrosis 

distribution longitudinally within the left ventricle (at the base and apex) to confirm our 

postulation of non-uniform left ventricular remodelling. Additionally, correlation is 

required between identified histological fibrosis with non-invasive fibrosis 

characterization via cardiac MRI.  

 

This thesis also showed an increased incidence of VAs in patients with MVP, although 

this did not translate to episodes of sustained VAs. Future studies which are able to 
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provide continuous cardiac monitoring to a larger group of patients with redundant 

leaflet MVP may provide clarification regarding whether non-sustained VAs results in 

sustained VAs or SCD in this group of patients. In doing so, contemporary predictors 

for sustained VAs or SCD may be added to that of leaflet redundancy. 

 

Finally, potential therapeutic interventions to reduce VAs and prevent SCD are required 

including non-pharmacological, pharmacological and interventional measures. Whilst 

pharmacological treatments such as magnesium, beta-blockers and amiodarone are 

indicated in certain subsets of patients with VAs, there is a distinct lack of evidence 

with regards to patients with MVP and VAs. Furthermore, invasive electrophysiological 

interventions, implantable cardioverter defibrillator insertion and cardiac surgery have 

also been studied in selected patients with VAs with limited data available for MVP 

patients. Larger scale, prospective studies of these measures in a high-risk cohort of 

patients with MVP would ultimately allow for physicians to provide appropriate and 

considered care for patients with MVP.  

  



171 

 

CHAPTER 9 

References 

 

1. Hayek E, Gring CN and Griffin BP. Mitral valve prolapse. Lancet. 

2005;365:507-18. 

2. Fornes P, Heudes D, Fuzellier J-F, Tixier D, Bruneval P and Carpentier A. 

Correlation between clinical and histologic patterns of degenerative mitral valve 

insufficiency: a histomorphometric study of 130 excised segments. Cardiovascular 

Pathology. 1999;8:81-92. 

3. Levine RA, Hagége AA, Judge DP, Padala M, Dal-Bianco JP, Aikawa E, 

Beaudoin J, Bischoff J, Bouatia-Naji N, Bruneval P, Butcher JT, Carpentier A, Chaput 

M, Chester AH, Clusel C, Delling FN, Dietz HC, Dina C, Durst R, Fernandez-Friera L, 

Handschumacher MD, Jensen MO, Jeunemaitre XP, Le Marec H, Le Tourneau T, 

Markwald RR, Mérot J, Messas E, Milan DP, Neri T, Norris RA, Peal D, Perrocheau M, 

Probst V, Pucéat M, Rosenthal N, Solis J, Schott J-J, Schwammenthal E, Slaugenhaupt 

SA, Song J-K and Yacoub MH. Mitral valve disease-morphology and mechanisms. 

Nature Reviews Cardiology. 2015;12:689-710. 

4. Freed LA, Levy D, Levine RA, Larson MG, Evans JC, Fuller DL, Lehman B 

and Benjamin EJ. Prevalence and clinical outcome of mitral-valve prolapse. New 

England Journal of Medicine. 1999;341:1-7. 

5. Nishimura RA, McGoon MD, Shub C, Miller Jr FA, Ilstrup DM and Tajik AJ. 

Echocardiographically documented mitral-valve prolapse: long-term follow-up of 237 

patients. New England Journal of Medicine. 1985;313:1305-9. 



172 

 

6. Nalliah CJ, Mahajan R, Elliott AD, Haqqani H, Lau DH, Vohra JK, Morton JB, 

Semsarian C, Marwick T, Kalman JM and Sanders P. Mitral valve prolapse and sudden 

cardiac death: a systematic review and meta-analysis. Heart. 2019;105:144-51. 

7. Miller MA, Dukkipati SR, Turagam M, Liao SL, Adams DH and Reddy VY. 

Arrhythmic mitral valve prolapse: JACC review topic of the week. Journal of the 

American College of Cardiology. 2018;72:2904-14. 

8. Basso C, Iliceto S, Thiene G and Perazzolo Marra M. Mitral valve prolapse, 

ventricular arrhythmias, and sudden death. Circulation. 2019;140:952-964. 

9. Basso C, Perazzolo-Marra M, Rizzo S, De Lazzari M, Giorgi B, Cipriani A, 

Frigo AC, Rigato I, Migliore F, Pilichou K, Bertaglia E, Cacciavillani L, Bauce B, 

Corrado D, Thiene G and Iliceto S. Arrhythmic mitral valve prolapse and sudden 

cardiac death. Circulation. 2015;132:556-66. 

10. Chugh SS, Kelly KL and Titus JL. Sudden cardiac death with apparently normal 

heart. Circulation. 2000;102:649-54. 

11. Chugh SS, Jui J, Gunson K, Stecker EC, John BT, Thompson B, Ilias N, Vickers 

C, Dogra V, Daya M, Kron J, Zheng ZJ, Mensah G and McAnulty J. Current burden of 

sudden cardiac death: multiple source surveillance versus retrospective death certificate-

based review in a large U.S. community. Journal of the American College of 

Cardiology. 2004;44:1268-75. 

12. Byrne R, Constant O, Smyth Y, Callagy G, Nash P, Daly K and Crowley J. 

Multiple source surveillance incidence and aetiology of out-of-hospital sudden cardiac 

death in a rural population in the West of Ireland. European Heart Journal. 

2008;29:1418-23. 



173 

 

13. Priori SG, Blomstrom-Lundqvist C, Mazzanti A, Blom N, Borggrefe M, Camm 

J, Elliott PM, Fitzsimons D, Hatala R, Hindricks G, Kirchhof P, Kjeldsen K, Kuck KH, 

Hernandez-Madrid A, Nikolaou N, Norekval TM, Spaulding C and Van Veldhuisen DJ. 

2015 ESC guidelines for the management of patients with ventricular arrhythmias and 

the prevention of sudden cardiac death: The task force for the management of patients 

with ventricular arrhythmias and the prevention of sudden cardiac death of the European 

Society of Cardiology (ESC). Endorsed by: Association for European Paediatric and 

Congenital Cardiology (AEPC). European Heart Journal. 2015;36:2793-867. 

14. de Vreede-Swagemakers JJ, Gorgels AP, Dubois-Arbouw WI, Van Ree JW, 

Daemen MJ, Houben LG and Wellens HJ. Out-of-hospital cardiac arrest in the 1990s: a 

population-based study in the Maastricht area on incidence, characteristics and survival. 

Journal of the American College of Cardiology. 1997;30:1500-5. 

15. Fox CS, Evans JC, Larson MG, Kannel WB and Levy D. Temporal trends in 

coronary heart disease mortality and sudden cardiac death from 1950 to 1999: the 

Framingham heart study. Circulation. 2004;110:522-7. 

16. Hua W, Zhang LF, Wu YF, Liu XQ, Guo DS, Zhou HL, Gou ZP, Zhao LC, Niu 

HX, Chen KP, Mai JZ, Chu LN and Zhang S. Incidence of sudden cardiac death in 

China: analysis of 4 regional populations. Journal of the American College of 

Cardiology. 2009;54:1110-8. 

17. Buxton AE, Calkins H, Callans DJ, DiMarco JP, Fisher JD, Greene HL, Haines 

DE, Hayes DL, Heidenreich PA, Miller JM, Poppas A, Prystowsky EN, Schoenfeld 

MH, Zimetbaum PJ, Goff DC, Grover FL, Malenka DJ, Peterson ED, Radford MJ and 

Redberg RF. ACC/AHA/HRS 2006 key data elements and definitions for 

electrophysiological studies and procedures: a report of the American College of 



174 

 

Cardiology/American Heart Association task force on clinical data standards 

(ACC/AHA/HRS writing committee to develop data standards on electrophysiology). 

Circulation. 2006;114:2534-70. 

18. Kitamura T, Iwami T, Kawamura T, Nitta M, Nagao K, Nonogi H, Yonemoto N 

and Kimura T. Nationwide improvements in survival from out-of-hospital cardiac arrest 

in Japan. Circulation. 2012;126:2834-43. 

19. Benjamin EJ, Virani SS, Callaway CW, Chamberlain AM, Chang AR, Cheng S, 

Chiuve SE, Cushman M, Delling FN, Deo R, de Ferranti SD, Ferguson JF, Fornage M, 

Gillespie C, Isasi CR, Jimenez MC, Jordan LC, Judd SE, Lackland D, Lichtman JH, 

Lisabeth L, Liu S, Longenecker CT, Lutsey PL, Mackey JS, Matchar DB, Matsushita K, 

Mussolino ME, Nasir K, O'Flaherty M, Palaniappan LP, Pandey A, Pandey DK, Reeves 

MJ, Ritchey MD, Rodriguez CJ, Roth GA, Rosamond WD, Sampson UKA, Satou GM, 

Shah SH, Spartano NL, Tirschwell DL, Tsao CW, Voeks JH, Willey JZ, Wilkins JT, 

Wu JH, Alger HM, Wong SS and Muntner P. Heart disease and stroke statistics-2018 

update: a report from the American Heart Association. Circulation. 2018;137:e67-492. 

20. Wong CX, Brown A, Lau DH, Chugh SS, Albert CM, Kalman JM and Sanders 

P. Epidemiology of sudden cardiac death: global and regional perspectives. Heart Lung 

and Circulation. 2019;28:6-14. 

21. Doolan A, Langlois N and Semsarian C. Causes of sudden cardiac death in 

young Australians. Medical Journal of Australia. 2004;180:110-2. 

22. Tseng ZH, Olgin JE, Vittinghoff E, Ursell PC, Kim AS, Sporer K, Yeh C, 

Colburn B, Clark NM, Khan R, Hart AP and Moffatt E. Prospective countywide 

surveillance and autopsy characterization of sudden cardiac death: POST SCD study. 

Circulation. 2018;137:2689-700. 



175 

 

23. Zheng ZJ, Croft JB, Giles WH and Mensah GA. Sudden cardiac death in the 

United States, 1989 to 1998. Circulation. 2001;104:2158-63. 

24. Chugh SS, Chung K, Zheng ZJ, John B and Titus JL. Cardiac pathologic 

findings reveal a high rate of sudden cardiac death of undetermined etiology in younger 

women. American Heart Journal. 2003;146:635-9. 

25. Hayashi M, Shimizu W and Albert CM. The spectrum of epidemiology 

underlying sudden cardiac death. Circulation Research. 2015;116:1887-906. 

26. Griffith JC. Mid-systolic and late-systolic mitral murmurs. American Journal of 

the Medical Sciences. 1892;104:285-94. 

27. Hall J. Late systolic mitral murmurs. American Journal of the Medical Sciences. 

1903;125:663-6. 

28. Reid J. Mid-systolic clicks. South African Medical Journal. 1961;35:353-5. 

29. Barlow J, Pocock W, Marchand P and Denny M. The significance of late 

systolic murmurs. American Heart Journal. 1963;66:443-452. 

30. Barlow J, Bosman C, Pocock W and Marchand P. Late systolic murmurs and 

non-ejection ("mid-late") systolic clicks. An analysis of 90 patients. British Heart 

Journal. 1968;30:203-218. 

31. Trent JK, Adelman AG, Wigle ED and Silver MD. Morphology of a prolapsed 

posterior mitral valve leaflet. American Heart Journal. 1970;79:539-43. 

32. Shappell SD, Marshall CE, Brown RE and Bruce TA. Sudden death and the 

familial occurrence of mid-systolic click, late systolic murmur syndrome. Circulation. 

1973;48:1128-34. 

33. Jeresaty RM. Mitral valve prolapse-click syndrome. Progress in Cardiovascular 

Diseases. 1973;15:623-52. 



176 

 

34. Kleid JJ. Sudden death and the floppy mitral valve syndrome. Angiology. 

1976;27:734-7. 

35. Jeresaty RM. Sudden death in the mitral valve prolapse-click syndrome. 

American Journal of Cardiology. 1976;37:317-8. 

36. Mills P, Rose J, Hollingsworth J, Amara I and Craige E. Long-term prognosis of 

mitral-valve prolapse. New England Journal of Medicine. 1977;297:13-8. 

37. Davies MJ, Moore BP and Braimbridge MV. The floppy mitral valve. Study of 

incidence, pathology, and complications in surgical, necropsy, and forensic material. 

British Heart Journal. 1978;40:468-81. 

38. Mair WJ. Sudden death in young females with floppy mitral valve syndrome. 

Australian and New Zealand Journal of Medicine. 1980;10:221-3. 

39. Salmela PI, Ikaheimo M and Juustila H. Fatal ventricular fibrillation after 

treatment with digoxin in a 27-year-old man with mitral leaflet prolapse syndrome. 

British Heart Journal. 1981;46:338-41. 

40. Bharati S, Granston AS, Liebson PR, Loeb HS, Rosen KM and Lev M. The 

conduction system in mitral valve prolapse syndrome with sudden death. American 

Heart Journal. 1981;101:667-70. 

41. Bharati S, Bauernfeind R, Miller LB, Strasberg B and Lev M. Sudden death in 

three teenagers: conduction system studies. Journal of the American College of 

Cardiology. 1983;1:879-86. 

42. Chesler E, King RA and Edwards JE. The myxomatous mitral valve and sudden 

death. Circulation. 1983;67:632-9. 

43. Pocock WA, Bosman CK, Chesler E, Barlow JB and Edwards JE. Sudden death 

in primary mitral valve prolapse. American Heart Journal. 1984;107:378-82. 



177 

 

44. Corrado D, Thiene G, Nava A, Rossi L and Pennelli N. Sudden death in young 

competitive athletes: clinicopathologic correlations in 22 cases. American Journal of 

Medicine. 1990;89:588-96. 

45. Dollar AL and Roberts WC. Morphologic comparison of patients with mitral 

valve prolapse who died suddenly with patients who died from severe valvular 

dysfunction or other conditions. Journal of the American College of Cardiology. 

1991;17:921-31. 

46. Ronneberger DL, Hausmann R and Betz P. Sudden death associated with 

myxomatous transformation of the mitral valve in an 8-year-old boy. International 

Journal of Legal Medicine. 1998;111:199-201. 

47. Anders S, Said S, Schulz F and Puschel K. Mitral valve prolapse syndrome as 

cause of sudden death in young adults. Forensic Science International. 2007;171:127-

30. 

48. Fragkouli K and Vougiouklakis T. Sudden cardiac death: an 11-year postmortem 

analysis in the region of Epirus, Greece. Pathology - Research and Practice. 

2010;206:690-4. 

49. de Noronha SV, Behr ER, Papadakis M, Ohta-Ogo K, Banya W, Wells J, Cox S, 

Cox A, Sharma S and Sheppard MN. The importance of specialist cardiac 

histopathological examination in the investigation of young sudden cardiac deaths. 

Europace. 2013;16:899-907. 

50. Sheppard MN, Steriotis AK and Sharma S. Letter by Sheppard et al regarding 

article,“Arrhythmic mitral valve prolapse and sudden cardiac death”. Circulation. 

2016;133:e458. 



178 

 

51. Baumann AO, Deber RB and Thompson GG. Overconfidence among physicians 

and nurses: the ‘micro-certainty, macro-uncertainty’ phenomenon. Social Science & 

Medicine. 1991;32:167-74. 

52. Sriram CS, Syed FF, Ferguson ME, Johnson JN, Enriquez-Sarano M, Cetta F, 

Cannon BC, Asirvatham SJ and Ackerman MJ. Malignant bileaflet mitral valve 

prolapse syndrome in patients with otherwise idiopathic out-of-hospital cardiac arrest. 

Journal of the American College of Cardiology. 2013;62:222-30. 

53. Narayanan K, Uy-Evanado A, Teodorescu C, Reinier K, Nichols GA, Gunson 

K, Jui J and Chugh SS. Mitral valve prolapse and sudden cardiac arrest in the 

community. Heart Rhythm. 2016;13:498-503. 

54. Avierinos JF, Gersh BJ, Melton LJ, 3rd, Bailey KR, Shub C, Nishimura RA, 

Tajik AJ and Enriquez-Sarano M. Natural history of asymptomatic mitral valve 

prolapse in the community. Circulation. 2002;106:1355-61. 

55. Osswald SS, Gaffney FA, Kruyer WB, Pickard JS and Jackson WG. Military 

aviators with mitral valve prolapse: long-term follow-up and aeromedical endpoints. 

Aviation, Space, and Environmental Medicine. 2007;78:845-51. 

56. Mecarocci V and Mori F. P210Long- term outcome of primary mitral valve 

prolapse: results from a population of 250 patients referred to a tertiary cardiovascular 

center. European Heart Journal Cardiovascular Imaging. 2016;17:ii29-37. 

57. Bisset GS, 3rd, Schwartz DC, Meyer RA, James FW and Kaplan S. Clinical 

spectrum and long-term follow-up of isolated mitral valve prolapse in 119 children. 

Circulation. 1980;62:423-9. 



179 

 

58. Duren DR, Becker AE and Dunning AJ. Long-term follow-up of idiopathic 

mitral valve prolapse in 300 patients: a prospective study. Journal of the American 

College of Cardiology. 1988;11:42-7. 

59. Zuppiroli A, Rinaldi M, Kramer-Fox R, Favilli S, Roman MJ and Devereux RB. 

Natural history of mitral valve prolapse. American Journal of Cardiology. 

1995;75:1028-32. 

60. Kerber RE, Isaeff DM and Hancock EW. Echocardiographic patterns in patients 

with the syndrome of systolic click and late systolic murmur. New England Journal of 

Medicine. 1971;284:691-3. 

61. Dillon JC, Haine CL, Chang S and Feigenbaum H. Use of echocardiography in 

patients with prolapsed mitral valve. Circulation. 1971;43:503-7. 

62. Popp RL, Brown OR, Silverman JF and Harrison DC. Echocardiographic 

abnormalities in the mitral valve prolapse syndrome. Circulation. 1974;49:428-33. 

63. DeMaria AN, King JF, Bogren HG, Lies JE and Mason DT. The variable 

spectrum of echocardiographic manifestations of the mitral valve prolapse syndrome. 

Circulation. 1974;50:33-41. 

64. Sahn DJ, Allen HD, Goldberg SJ and Friedman WF. Mitral valve prolapse in 

children: a problem defined by real-time cross-sectional echocardiography. Circulation. 

1976;53:651-7. 

65. Gilbert BW, Schatz RA, VonRamm OT, Behar VS and Kisslo JA. Mitral valve 

prolapse. Two-dimensional echocardiographic and angiographic correlation. 

Circulation. 1976;54:716-23. 

66. Morganroth J, Jones RH, Chen CC and Naito M. Two dimensional 

echocardiography in mitral, aortic and tricuspid valve prolapse. The clinical problem, 



180 

 

cardiac nuclear imaging considerations and a proposed standard for diagnosis. American 

Journal of Cardiology. 1980;46:1164-77. 

67. Morganroth J, Mardelli TJ, Naito M and Chen CC. Apical cross-sectional 

echocardiography. Standard for the diagnosis of idiopathic mitral valve prolapse 

syndrome. Chest. 1981;79:23-8. 

68. Levine RA, Triulzi MO, Harrigan P and Weyman AE. The relationship of mitral 

annular shape to the diagnosis of mitral valve prolapse. Circulation. 1987;75:756-67. 

69. Levine RA, Stathogiannis E, Newell JB, Harrigan P and Weyman AE. 

Reconsideration of echocardiographic standards for mitral valve prolapse: lack of 

association between leaflet displacement isolated to the apical four chamber view and 

independent echocardiographic evidence of abnormality. Journal of the American 

College of Cardiology. 1988;11:1010-9. 

70. Levine RA, Handschumacher MD, Sanfilippo AJ, Hagege AA, Harrigan P, 

Marshall JE and Weyman AE. Three-dimensional echocardiographic reconstruction of 

the mitral valve, with implications for the diagnosis of mitral valve prolapse. 

Circulation. 1989;80:589-98. 

71. Savage DD, Garrison RJ, Devereux RB, Castelli WP, Anderson SJ, Levy D, 

McNamara PM, Stokes J, 3rd, Kannel WB and Feinleib M. Mitral valve prolapse in the 

general population. 1. Epidemiologic features: the Framingham study. American Heart 

Journal. 1983;106:571-6. 

72. Warth DC, King ME, Cohen JM, Tesoriero VL, Marcus E and Weyman AE. 

Prevalence of mitral valve prolapse in normal children. Journal of the American College 

of Cardiology. 1985;5:1173-7. 



181 

 

73. Perloff JK and Roberts WC. The mitral apparatus: functional anatomy of mitral 

regurgitation. Circulation. 1972;46:227-39. 

74. Ho S. Anatomy of the mitral valve. Heart. 2002;88:iv5-10. 

75. Levy MJ and Edwards JE. Anatomy of mitral insufficiency. Progress in 

Cardiovascular Diseases. 1962;5:119-44. 

76. McCarthy KP, Ring L and Rana BS. Anatomy of the mitral valve: understanding 

the mitral valve complex in mitral regurgitation. European Journal of 

Echocardiography. 2010;11:i3-9. 

77. Ormiston JA, Shah PM, Tei C and Wong M. Size and motion of the mitral valve 

annulus in man. I. A two-dimensional echocardiographic method and findings in normal 

subjects. Circulation. 1981;64:113-20. 

78. Carpentier AF, Lessana A, Relland JY, Belli E, Mihaileanu S, Berrebi AJ, 

Palsky E and Loulmet DF. The “physio-ring”: an advanced concept in mitral valve 

annuloplasty. The Annals of Thoracic Surgery. 1995;60:1177-86. 

79. Ranganathan N, Lam J, Wigle E and Silver M. Morphology of the human mitral 

valve: II. The valve leaflets. Circulation. 1970;41:459-67. 

80. Rusted IE, Scheifley CH and Edwards JE. Studies of the mitral valve. I. 

Anatomic features of the normal mitral valve and associated structures. Circulation. 

1952;6:825-31. 

81. Grande-Allen KJ, Calabro A, Gupta V, Wight TN, Hascall VC and Vesely I. 

Glycosaminoglycans and proteoglycans in normal mitral valve leaflets and chordae: 

association with regions of tensile and compressive loading. Glycobiology. 

2004;14:621-33. 



182 

 

82. Lam J, Ranganathan N, Wigle E and Silver M. Morphology of the human mitral 

valve: I. Chordae tendineae: a new classification. Circulation. 1970;41:449-58. 

83. Becker A and De Wit A. Mitral valve apparatus. A spectrum of normality 

relevant to mitral valve prolapse. British Heart Journal. 1979;42:680-9. 

84. Verma S and Mesana TG. Mitral-valve repair for mitral-valve prolapse. New 

England Journal of Medicine. 2009;361:2261-9. 

85. Farb A, Tang AL, Atkinson JB, McCarthy WF and Virmani R. Comparison of 

cardiac findings in patients with mitral valve prolapse who die suddenly to those who 

have congestive heart failure from mitral regurgitation and to those with fatal 

noncardiac conditions. American Journal of Cardiology. 1992;70:234-9. 

86. Hutchins GM, Moore GW and Skoog DK. The association of floppy mitral 

valve with disjunction of the mitral annulus fibrosus. New England Journal of 

Medicine. 1986;314:535-40. 

87. Eriksson MJ, Bitkover CY, Omran AS, David TE, Ivanov J, Ali MJ, Woo A, Siu 

SC and Rakowski H. Mitral annular disjunction in advanced myxomatous mitral valve 

disease: echocardiographic detection and surgical correction. Journal of the American 

Society of Echocardiography. 2005;18:1014-22. 

88. Carmo P, Andrade MJ, Aguiar C, Rodrigues R, Gouveia R and Silva JA. Mitral 

annular disjunction in myxomatous mitral valve disease: a relevant abnormality 

recognizable by transthoracic echocardiography. Cardiovascular Ultrasound. 

2010;8:53. 

89. Han Y, Peters DC, Salton CJ, Bzymek D, Nezafat R, Goddu B, Kissinger KV, 

Zimetbaum PJ, Manning WJ and Yeon SB. Cardiovascular magnetic resonance 



183 

 

characterization of mitral valve prolapse. JACC: Cardiovascular Imaging. 2008;1:294-

303. 

90. Marchand P, Barlow JB, Du Plessis LA and Webster I. Mitral regurgitation with 

rupture of normal chordae tendineae. British Heart Journal. 1966;28:746-58. 

91. Scholz DG, Kitzman DW, Hagen PT, Ilstrup DM and Edwards WD. Age-related 

changes in normal human hearts during the first 10 decades of life. Part I (growth): a 

quantitative anatomic study of 200 specimens from subjects from birth to 19 years old. 

Mayo Clinic Proceedings. 1988;63:126-36. 

92. Kitzman DW, Scholz DG, Hagen PT, Ilstrup DM and Edwards WD. Age-related 

changes in normal human hearts during the first 10 decades of life. Part II (maturity): a 

quantitative anatomic study of 765 specimens from subjects 20 to 99 years old. Mayo 

Clinic Proceedings. 1988;63:137-46. 

93. Wingren CJ and Ottosson A. Postmortem heart weight modelled using piecewise 

linear regression in 27,645 medicolegal autopsy cases. Forensic Science International. 

2015;252:157-62. 

94. Mason JW, Koch FH, Billingham ME and Winkle RA. Cardiac biopsy evidence 

for a cardiomyopathy associated with symptomatic mitral valve prolapse. American 

Journal of Cardiology. 1978;42:557-62. 

95. La Vecchia L, Ometto R, Centofante P, Varotto L, Bonanno C, Bozzola L, 

Bevilacqua P and Vincenzi M. Arrhythmic profile, ventricular function, and 

histomorphometric findings in patients with idiopathic ventricular tachycardia and 

mitral valve prolapse: clinical and prognostic evaluation. Clinical Cardiology. 

1998;21:731-5. 



184 

 

96. Burke AP, Farb A, Tang A, Smialek J and Virmani R. Fibromuscular dysplasia 

of small coronary arteries and fibrosis in the basilar ventricular septum in mitral valve 

prolapse. American Heart Journal. 1997;134:282-91. 

97. Garbi M, Lancellotti P and Sheppard MN. Mitral valve and left ventricular 

features in malignant mitral valve prolapse. Open Heart. 2018;5:e000925. 

98. Schwan HP and Carstensen EL. Advantages and limitations of ultrasonics in 

medicine. Journal of the American Medical Association. 1952;149:121-5. 

99. Satomura S. Ultrasonic Doppler method for the inspection of cardiac functions. 

The Journal of the Acoustical Society of America. 1957;29:1181-5. 

100. Wild JJ, Crawford HD and Reid JM. Visualization of the excised human heart 

by means of reflected ultrasound of echography; preliminary report. American Heart 

Journal. 1957;54:903-6. 

101. Joyner CR, Jr., Reid JM and Bond JP. Reflected ultrasound in the assessment of 

mitral valve disease. Circulation. 1963;27:503-11. 

102. Coman IM. Christian Andreas Doppler--the man and his legacy. European 

Journal of Echocardiography. 2005;6:7-10. 

103. Cheitlin MD, Armstrong WF, Aurigemma GP, Beller GA, Bierman FZ, Davis 

JL, Douglas PS, Faxon DP, Gillam LD, Kimball TR, Kussmaul WG, Pearlman AS, 

Philbrick JT, Rakowski H, Thys DM, Antman EM, Smith SC, Jr., Alpert JS, Gregoratos 

G, Anderson JL, Hiratzka LF, Hunt SA, Fuster V, Jacobs AK, Gibbons RJ and Russell 

RO. ACC/AHA/ASE 2003 guideline update for the clinical application of 

echocardiography: summary article: a report of the American College of 

Cardiology/American Heart Association task force on practice guidelines 



185 

 

(ACC/AHA/ASE committee to update the 1997 guidelines for the clinical application of 

echocardiography). Circulation. 2003;108:1146-62. 

104. Hahn RT, Abraham T, Adams MS, Bruce CJ, Glas KE, Lang RM, Reeves ST, 

Shanewise JS, Siu SC, Stewart W and Picard MH. Guidelines for performing a 

comprehensive transesophageal echocardiographic examination: recommendations from 

the American Society of Echocardiography and the Society of Cardiovascular 

Anesthesiologists. Journal of the American Society of Echocardiography. 2013;26:921-

64. 

105. Lauterbur PC. Image formation by induced local interactions: examples 

employing nuclear magnetic resonance. Nature. 1973;242:190-1. 

106. Mansfield P and Grannell PK. NMR 'diffraction' in solids? Journal of Physics 

C: Solid State Physics. 1973;6:L422-6. 

107. Herfkens RJ, Higgins CB, Hricak H, Lipton MJ, Crooks LE, Lanzer P, 

Botvinick E, Brundage B, Sheldon PE and Kaufman L. Nuclear magnetic resonance 

imaging of the cardiovascular system: normal and pathologic findings. Radiology. 

1983;147:749-59. 

108. Yang PC, Kerr AB, Liu AC, Liang DH, Hardy C, Meyer CH, Macovski A, 

Pauly JM and Hu BS. New real-time interactive cardiac magnetic resonance imaging 

system complements echocardiography. Journal of the American College of 

Cardiology. 1998;32:2049-56. 

109. Ambale-Venkatesh B and Lima JA. Cardiac MRI: a central prognostic tool in 

myocardial fibrosis. Nature Reviews Cardiology. 2015;12:18-29. 



186 

 

110. Sanfilippo AJ, Abdollah H and Burggraf GW. Quantitation and significance of 

systolic mitral leaflet displacement in mitral valve prolapse. American Journal of 

Cardiology. 1989;64:1349-55. 

111. Zuppiroli A, Mori F, Favilli S, Barchielli A, Corti G, Montereggi A and Dolara 

A. Arrhythmias in mitral valve prolapse: relation to anterior mitral leaflet thickening, 

clinical variables, and color Doppler echocardiographic parameters. American Heart 

Journal. 1994;128:919-27. 

112. Akcay M, Yuce M, Pala S, Akcakoyun M, Ergelen M, Kargin R, Emiroglu Y, 

Ozdemir N, Kaymaz C and Ozkan M. Anterior mitral valve length is associated with 

ventricular tachycardia in patients with classical mitral valve prolapse. Pacing and 

Clinincal Electrophysiology. 2010;33:1224-30. 

113. Zouridakis EG, Parthenakis FI, Kochiadakis GE, Kanoupakis EM and Vardas 

PE. QT dispersion in patients with mitral valve prolapse is related to the 

echocardiographic degree of the prolapse and mitral leaflet thickness. Europace. 

2001;3:292-8. 

114. Fulton BL, Liang JJ, Enriquez A, Garcia FC, Supple GE, Riley MP, Schaller 

RD, Dixit S, Callans DJ, Marchlinski FE and Han Y. Imaging characteristics of 

papillary muscle site of origin of ventricular arrhythmias in patients with mitral valve 

prolapse. Journal of Cardiovascular Electrophysiology. 2018;29:146-53. 

115. Nordhues BD, Siontis KC, Scott CG, Nkomo VT, Ackerman MJ, Asirvatham SJ 

and Noseworthy PA. Bileaflet mitral valve prolapse and risk of ventricular 

dysrhythmias and death. Journal of Cardiovascular Electrophysiology. 2016;27:463-8. 

116. Freed LA, Benjamin EJ, Levy D, Larson MG, Evans JC, Fuller DL, Lehman B 

and Levine RA. Mitral valve prolapse in the general population: the benign nature of 



187 

 

echocardiographic features in the Framingham heart study. Journal of the American 

College of Cardiology. 2002;40:1298-304. 

117. Delling FN, Gona P, Larson MG, Lehman B, Manning WJ, Levine RA, 

Benjamin EJ and Vasan RS. Mild expression of mitral valve prolapse in the 

Framingham offspring: expanding the phenotypic spectrum. Journal of the American 

Society of Echocardiography. 2014;27:17-23. 

118. Perazzolo Marra M, Basso C, De Lazzari M, Rizzo S, Cipriani A, Giorgi B, 

Lacognata C, Rigato I, Migliore F, Pilichou K, Cacciavillani L, Bertaglia E, Frigo AC, 

Bauce B, Corrado D, Thiene G and Iliceto S. Morphofunctional abnormalities of mitral 

annulus and arrhythmic mitral valve prolapse. Circulation Cardiovascular Imaging. 

2016;9:e005030. 

119. Lee AP, Jin CN, Fan Y, Wong RHL, Underwood MJ and Wan S. Functional 

implication of mitral annular disjunction in mitral valve prolapse: a quantitative 

dynamic 3D echocardiographic study. JACC Cardiovascular Imaging. 2017;10:1424-

33. 

120. Dejgaard LA, Skjolsvik ET, Lie OH, Ribe M, Stokke MK, Hegbom F, 

Scheirlynck ES, Gjertsen E, Andresen K, Helle-Valle TM, Hopp E, Edvardsen T and 

Haugaa KH. The mitral annulus disjunction arrhythmic syndrome. Journal of the 

American College of Cardiology. 2018;72:1600-9. 

121. Shah AA, Quinones MA, Waggoner AD, Barndt R and Miller RR. Pulsed 

doppler echocardiographic detection of mitral regurgitation in mitral valve prolapse: 

correlation with cardiac arrhythmias. Catheterization and Cardiovascular Diagnosis. 

1982;8:437-44. 



188 

 

122. Kligfield P, Hochreiter C, Kramer H, Devereux RB, Niles N, Kramer-Fox R and 

Borer JS. Complex arrhythmias in mitral regurgitation with and without mitral valve 

prolapse: contrast to arrhythmias in mitral valve prolapse without mitral regurgitation. 

American Journal of Cardiology. 1985;55:1545-9. 

123. Babuty D, Cosnay P, Breuillac JC, Charniot JC, Delhomme C, Fauchier L and 

Fauchier JP. Ventricular arrhythmia factors in mitral valve prolapse. Pacing and 

Clinical Electrophysiology. 1994;17:1090-9. 

124. Turker Y, Ozaydin M, Acar G, Ozgul M, Hoscan Y, Varol E, Dogan A, Erdogan 

D and Yucel H. Predictors of ventricular arrhythmias in patients with mitral valve 

prolapse. International Journal of Cardiovascular Imaging. 2010;26:139-45. 

125. Kitkungvan D, Nabi F, Kim RJ, Bonow RO, Khan MA, Xu J, Little SH, 

Quinones MA, Lawrie GM, Zoghbi WA and Shah DJ. Myocardial fibrosis in patients 

with primary mitral regurgitation with and without prolapse. Journal of the American 

College of Cardiology. 2018;72:823-34. 

126. Grigioni F, Enriquez-Sarano M, Ling LH, Bailey KR, Seward JB, Tajik AJ and 

Frye RL. Sudden death in mitral regurgitation due to flail leaflet. Journal of the 

American College of Cardiology. 1999;34:2078-85. 

127. Bui AH, Roujol S, Foppa M, Kissinger KV, Goddu B, Hauser TH, Zimetbaum 

PJ, Ngo LH, Manning WJ, Nezafat R and Delling FN. Diffuse myocardial fibrosis in 

patients with mitral valve prolapse and ventricular arrhythmia. Heart. 2017;103:204-

209. 

128. Syed FF, Ackerman MJ, McLeod CJ, Kapa S, Mulpuru SK, Sriram CS, Cannon 

BC, Asirvatham SJ and Noseworthy PA. Sites of successful ventricular fibrillation 



189 

 

ablation in bileaflet mitral valve prolapse syndrome. Circulation Arrhythmia 

Electrophysiology. 2016;9:e004005. 

129. Pradella S, Grazzini G, Brandani M, Calistri L, Nardi C, Mori F, Miele V and 

Colagrande S. Cardiac magnetic resonance in patients with mitral valve prolapse: focus 

on late gadolinium enhancement and T1 mapping. European Radiology. 2019;29:1546-

54. 

130. Muthukumar L, Rahman F, Jan MF, Shaikh A, Kalvin L, Dhala A, Jahangir A 

and Tajik AJ. The pickelhaube sign: novel echocardiographic risk marker for malignant 

mitral valve prolapse syndrome. JACC Cardiovascular Imaging. 2017;10:1078-80. 

131. Ermakov S, Gulhar R, Lim L, Bibby D, Fang Q, Nah G, Abraham TP, Schiller 

NB and Delling FN. Left ventricular mechanical dispersion predicts arrhythmic risk in 

mitral valve prolapse. Heart. 2019;105:1063-9. 

132. Hampton JR. The ECG made easy. 8th ed. London: Churchill Livingstone 

Elsevier; 2013. 

133. Einthoven W. On some applications of the string-galvanometer. KNAW, 

Proceedings. 1904;6:1903-4. 

134. Wilson FN, Johnston FD, Rosenbaum FF, Erlanger H, Kossmann CE, Hecht H, 

Cotrim N, de Oliveira RM, Scarsi R and Barker PS. The precordial electrocardiogram. 

American Heart Journal. 1944;27:19-85. 

135. Gubner R and Ungerleider HE. Electrocardiographic criteria of left ventricular 

hypertrophy: factors determining the evolution of the electrocardiographic patterns in 

hypertrophy and bundle branch block. Archives of Internal Medicine. 1943;72:196-209. 



190 

 

136. Sokolow M and Lyon TP. The ventricular complex in left ventricular 

hypertrophy as obtained by unipolar precordial and limb leads. American Heart 

Journal. 1949;37:161-86. 

137. Levine HD and Phillips E. An appraisal of the newer electrocardiography: 

correlations in one hundred and fifty consecutive autopsied cases. New England Journal 

of Medicine. 1951;245:833-42. 

138. Jervell A and Lange-Nielsen F. Congenital deaf-mutism, functional heart disease 

with prolongation of the Q-T interval and sudden death. American Heart Journal. 

1957;54:59-68. 

139. Blackburn H, Keys A, Simonson E, Rautaharju P and Punsar S. The 

electrocardiogram in population studies. A classification system. Circulation. 

1960;21:1160-75. 

140. Schwartz P, Periti M and Malliani A. Fundamentals of clinical cardiology: the 

long QT syndrome. American Heart Journal. 1975;89:378-90. 

141. Brugada P and Brugada J. Right bundle branch block, persistent ST segment 

elevation and sudden cardiac death: a distinct clinical and electrocardiographic 

syndrome. A multicenter report. Journal of the American College of Cardiology. 

1992;20:1391-6. 

142. Haissaguerre M, Derval N, Sacher F, Jesel L, Deisenhofer I, de Roy L, Pasquie 

JL, Nogami A, Babuty D, Yli-Mayry S, De Chillou C, Scanu P, Mabo P, Matsuo S, 

Probst V, Le Scouarnec S, Defaye P, Schlaepfer J, Rostock T, Lacroix D, Lamaison D, 

Lavergne T, Aizawa Y, Englund A, Anselme F, O'Neill M, Hocini M, Lim KT, Knecht 

S, Veenhuyzen GD, Bordachar P, Chauvin M, Jais P, Coureau G, Chene G, Klein GJ 



191 

 

and Clementy J. Sudden cardiac arrest associated with early repolarization. New 

England Journal of Medicine. 2008;358:2016-23. 

143. Holter NJ. New method for heart studies: continuous electrocardiography of 

active subjects over long periods is now practical. Science. 1961;134:1214-20. 

144. Hinkle LE, Jr., Meyer J, Stevens M and Carver ST. Tape recordings of the ECG 

of active men. Limitations and advantages of the Holter-Avionics instruments. 

Circulation. 1967;36:752-65. 

145. Lown B and Wolf M. Approaches to sudden death from coronary heart disease. 

Circulation. 1971;44:130-42. 

146. Bleifer SB, Bleifer DJ, Hansmann DR, Sheppard JJ and Harold HL. Diagnosis 

of occult arrhythmias by Holter electrocardiography. Progress in Cardiovascular 

Diseases. 1974;16:569-99. 

147. Elliott PM, Poloniecki J, Dickie S, Sharma S, Monserrat L, Varnava A, Mahon 

NG and McKenna WJ. Sudden death in hypertrophic cardiomyopathy: identification of 

high risk patients. Journal of the American College of Cardiology. 2000;36:2212-8. 

148. Scirica BM, Braunwald E, Belardinelli L, Hedgepeth CM, Spinar J, Wang W, 

Qin J, Karwatowska-Prokopczuk E, Verheugt FW and Morrow DA. Relationship 

between nonsustained ventricular tachycardia after non-ST-elevation acute coronary 

syndrome and sudden cardiac death. Circulation. 2010;122:455-62. 

149. O'Mahony C, Jichi F, Pavlou M, Monserrat L, Anastasakis A, Rapezzi C, 

Biagini E, Gimeno JR, Limongelli G, McKenna WJ, Omar RZ and Elliott PM. A novel 

clinical risk prediction model for sudden cardiac death in hypertrophic cardiomyopathy 

(HCM risk-SCD). European Heart Journal. 2014;35:2010-20. 



192 

 

150. Leitch J, Klein G, Yee R, Lee B, Kallok M, Combs W, Erickson M and Bennett 

T. Feasibility of an implantable arrhythmia monitor. Pacing and Clinical 

Electrophysiology. 1992;15:2232-5. 

151. Purerfellner H, Sanders P, Pokushalov E, Di Bacco M, Bergemann T and 

Dekker LR. Miniaturized Reveal LINQ insertable cardiac monitoring system: first-in-

human experience. Heart Rhythm. 2015;12:1113-9. 

152. Wong MC, Kalman JM, Pedagogos E, Toussaint N, Vohra JK, Sparks PB, 

Sanders P, Kistler PM, Halloran K, Lee G, Joseph SA and Morton JB. Temporal 

distribution of arrhythmic events in chronic kidney disease: highest incidence in the 

long interdialytic period. Heart Rhythm. 2015;12:2047-55. 

153. Krahn AD, Klein GJ, Yee R and Skanes AC. Randomized assessment of 

syncope trial: conventional diagnostic testing versus a prolonged monitoring strategy. 

Circulation. 2001;104:46-51. 

154. Farwell DJ, Freemantle N and Sulke AN. Use of implantable loop recorders in 

the diagnosis and management of syncope. European Heart Journal. 2004;25:1257-63. 

155. Krahn AD, Klein GJ, Yee R, Takle-Newhouse T and Norris C. Use of an 

extended monitoring strategy in patients with problematic syncope. Reveal 

investigators. Circulation. 1999;99:406-10. 

156. Sanna T, Diener HC, Passman RS, Di Lazzaro V, Bernstein RA, Morillo CA, 

Rymer MM, Thijs V, Rogers T, Beckers F, Lindborg K and Brachmann J. Cryptogenic 

stroke and underlying atrial fibrillation. New England Journal of Medicine. 

2014;370:2478-86. 

157. Berbari EJ and Lazzara R. An introduction to high-resolution ECG recordings of 

cardiac late potentials. Archives of Internal Medicine. 1988;148:1859-63. 



193 

 

158. Breithardt G, Cain ME, el-Sherif N, Flowers NC, Hombach V, Janse M, Simson 

MB and Steinbeck G. Standards for analysis of ventricular late potentials using high-

resolution or signal-averaged electrocardiography: a statement by a task force 

committee of the European Society of Cardiology, the American Heart Association, and 

the American College of Cardiology. Journal of the American College of Cardiology. 

1991;17:999-1006. 

159. Boineau JP and Cox JL. Slow ventricular activation in acute myocardial 

infarction. A source of re-entrant premature ventricular contractions. Circulation. 

1973;48:702-13. 

160. Simson MB. Use of signals in the terminal QRS complex to identify patients 

with ventricular tachycardia after myocardial infarction. Circulation. 1981;64:235-42. 

161. Breithardt G, Schwarzmaier J, Borggrefe M, Haerten K and Seipel L. Prognostic 

significance of late ventricular potentials after acute myocardial infarction. European 

Heart Journal. 1983;4:487-95. 

162. Wellens HJ, Schuilenburg RM and Durrer D. Electrical stimulation of the heart 

in patients with ventricular tachycardia. Circulation. 1972;46:216-26. 

163. Mason JW and Winkle RA. Electrode-catheter arrhythmia induction in the 

selection and assessment of antiarrhythmic drug therapy for recurrent ventricular 

tachycardia. Circulation. 1978;58:971-85. 

164. Buxton AE, Waxman HL, Marchlinski FE, Untereker WJ, Waspe LE and 

Josephson ME. Role of triple extrastimuli during electrophysiologic study of patients 

with documented sustained ventricular tachyarrhythmias. Circulation. 1984;69:532-40. 

165. Buxton AE, Lee KL, DiCarlo L, Gold MR, Greer GS, Prystowsky EN, O'Toole 

MF, Tang A, Fisher JD, Coromilas J, Talajic M and Hafley G. Electrophysiologic 



194 

 

testing to identify patients with coronary artery disease who are at risk for sudden death. 

Multicenter unsustained tachycardia trial investigators. New England Journal of 

Medicine. 2000;342:1937-45. 

166. Shappell SD and Marshall CE. Ballooning posterior leaflet syndrome: syncope 

and sudden death. Archives of Internal Medicine. 1975;135:664-7. 

167. Ritchie JL, Hammermeister KE and Kennedy JW. Refractory ventricular 

tachycardia and fibrillation in a patient with the prolapsing mitral leaflet syndrome: 

successful control with overdrive pacing. American Journal of Cardiology. 

1976;37:314-6. 

168. Winkle RA, Lopes MG, Popp RL and Hancock EW. Life-threatening 

arrhythmias in the mitral valve prolapse syndrome. American Journal of Medicine. 

1976;60:961-7. 

169. Wei JY, Bulkley BH, Schaeffer AH, Greene HL and Reid PR. Mitral-valve 

prolapse syndrome and recurrent ventricular tachyarrhythmias: a malignant variant 

refractory to conventional drug therapy. Annals of Internal Medicine. 1978;89:6-9. 

170. Forbes RB and Morton GH. Ventricular fibrillation in a patient with unsuspected 

mitral valve prolapse and a prolonged Q-T interval. Canadian Anaesthetists' Society 

Journal. 1979;26:424-7. 

171. Bennett KR. Torsade de pointes and mitral valve prolapse. American Journal of 

Cardiology. 1980;45:715-6. 

172. Mautner RK, Katz GE, Kelly W and Phillips JH. Chronic ventricular 

dysrhythmia in the mitral valve prolapse syndrome: frequency and clinical significance 

of ventricular site of origin. Southern Medical Journal. 1980;73:1229-33. 



195 

 

173. Morady F, Scheinman MM, Hess DS, Chen R and Stanger P. Clinical 

characteristics and results of electrophysiologic testing in young adults with ventricular 

tachycardia or ventricular fibrillation. American Heart Journal. 1983;106:1306-14. 

174. Kempf FC, Jr. and Josephson ME. Cardiac arrest recorded on ambulatory 

electrocardiograms. American Journal of Cardiology. 1984;53:1577-82. 

175. Rosenthal ME, Hamer A, Gang ES, Oseran DS, Mandel WJ and Peter T. The 

yield of programmed ventricular stimulation in mitral valve prolapse patients with 

ventricular arrhythmias. American Heart Journal. 1985;110:970-6. 

176. Sakuma T, Kakihana M, Togo T, Matsuda M, Ogawa T, Sugishita Y, Ito I and 

Kurusu T. Mitral valve prolapse syndrome with coronary artery spasm: a possible cause 

of recurrent ventricular tachyarrhythmia. Clinical Cardiology. 1985;8:306-8. 

177. Casthely PA, Dluzneski J, Resurreccion MA, Kleopoulos N and Redko V. 

Ventricular fibrillation during general anaesthesia in a seven-year-old patient with 

mitral valve prolapse. Canadian Anaesthetists' Society Journal. 1986;33:795-8. 

178. Higgins JR. Automatic burst extrastimulus pacemaker to treat recurrent 

ventricular tachycardia in a patient with mitral valve prolapse: more than 2,000 

documented successful tachycardia terminations. Journal of the American College of 

Cardiology. 1986;8:446-50. 

179. Scala-Barnett DM and Donoghue ER. Sudden death in mitral valve prolapse. 

Journal of Forensic Sciences. 1988;33:84-91. 

180. Topaz O, Perin E, Cox M, Mallon SM, Castellanos A and Myerburg RJ. Young 

adult survivors of sudden cardiac arrest: analysis of invasive evaluation of 22 subjects. 

American Heart Journal. 1989;118:281-7. 



196 

 

181. Boudoulas H, Schaal SF, Stang JM, Fontana ME, Kolibash AJ and Wooley CF. 

Mitral valve prolapse: cardiac arrest with long-term survival. International Journal of 

Cardiology. 1990;26:37-44. 

182. Vohra J, Sathe S, Warren R, Tatoulis J and Hunt D. Malignant ventricular 

arrhythmias in patients with mitral valve prolapse and mild mitral regurgitation. Pacing 

and Clinical Electrophysiology. 1993;16:387-93. 

183. Martini B, Basso C and Thiene G. Sudden death in mitral valve prolapse with 

Holter monitoring-documented ventricular fibrillation: evidence of coexisting 

arrhythmogenic right ventricular cardiomyopathy. Internation Journal of Cardiology. 

1995;49:274-8. 

184. Moritz HA, Parnass SM and Mitchell JS. Ventricular fibrillation during 

anesthetic induction in a child with undiagnosed mitral valve prolapse. Anesthesia and 

Analgesia. 1997;85:59-61. 

185. Zeidan A and Baraka A. Ventricular fibrillation following atropine-neostigmine 

mixture in a patient with undiagnosed mitral valve prolapse. Anaesthesia. 2005;60:724-

5. 

186. Knackstedt C, Mischke K, Schimpf T, Neef P and Schauerte P. Ventricular 

fibrillation due to severe mitral valve prolapse. International Journal of Cardiology. 

2007;116:e101-2. 

187. Facciorusso A, Amico C, Vigna C, Santoro T, Potenza D, Massaro R, Stanislao 

M, Valle G, Cavaliere L and Fanelli R. Cardiac arrest caused by Barlow's syndrome or 

by stress cardiomyopathy? International Journal of Cardiology. 2010;140:e16-8. 



197 

 

188. Franchitto N, Bounes V, Telmon N and Rouge D. Mitral valve prolapse and out-

of-hospital sudden death: a case report and literature review. Medicine, Science and the 

Law. 2010;50:164-7. 

189. Abbadi DR, Purbey R and Poornima IG. Mitral valve repair is an effective 

treatment for ventricular arrhythmias in mitral valve prolapse syndrome. International 

Journal of Cardiology. 2014;177:e16-8. 

190. Rajani AR, Murugesan V, Baslaib FO and Rafiq MA. Mitral valve prolapse and 

electrolyte abnormality: a dangerous combination for ventricular arrhythmias. BMJ 

Case Reports. 2014;2014. 

191. Ahmed M, Roshdy A, Sharma R and Fletcher N. Sudden cardiac arrest and 

coexisting mitral valve prolapse: a case report and literature review. Echo Research and 

Practice. 2016;3:D1-8. 

192. Cannon ME, Cooke CT and McCarthy JS. Caffeine-induced cardiac arrhythmia: 

an unrecognised danger of healthfood products. Medical Journal of Australia. 

2001;174:520-1. 

193. Nolte KB. Sudden cardiac death owing to pseudoxanthoma elasticum: a case 

report. Human Pathology. 2000;31:1002-4. 

194. Nissen T and Wynn R. The clinical case report: a review of its merits and 

limitations. BMC Research Notes. 2014;7:264. 

195. Leichtman D, Nelson R, Gobel FL, Alexander CS and Cohn JN. Bradycardia 

with mitral valve prolapse: a potential mechanism of sudden death. Annals of Internal 

Medicine. 1976;85:453-7. 



198 

 

196. DeSilva RA and Shubrooks SJ, Jr. Mitral valve prolapse with atrioventricular 

and sinoatrial node abnormalities of long duration. American Heart Journal. 

1977;93:772-5. 

197. Woodley D, Chambers W, Starke H, Dzindzio B and Forker AD. Intermittent 

complete atrioventricular block masquerading as epilepsy in the mitral valve prolapse 

syndrome. Chest. 1977;72:369-72. 

198. Gelfand ML and Kloth H. Bradyarrhythmia in mitral valve prolapse treated with 

a pacemaker. Bulletin of the New York Academy of Medicine. 1978;54:889-99. 

199. Lewin RF, Strasberg B, Sclarovsky S and Agmon J. 2:1 atrioventricular block 

associated with mitral leaflet prolapse. Israel Journal of Medical Sciences. 

1979;15:898-900. 

200. Greenspon AJ and Schaal SF. AV node dysfunction in the mitral valve prolapse 

syndrome. Pacing and Clinical Electrophysiology. 1980;3:600-4. 

201. Twersky RS and Kaplan JA. Junctional rhythm in a patient with mitral valve 

prolapse. Anesthesia and Analgesia. 1986;65:975-8. 

202. Goldhammer E, Malouf S, Hassan A and Abinader E. Ventricular asystole and 

syncope in mitral valve prolapse: case report. Journal of Cardiopulmonary 

Rehabilitation. 1988;8:324-5. 

203. D'Aloia A, Vizzardi E, Antonioli E, Chiari E, Curnis A and Dei Cas L. Mitral 

valve prolapse and conduction disturbances: the forgotten association. Cardiovascular 

Journal of Africa. 2010;21:327-9. 

204. Folino AF, Buja GF, Martini B, Miorelli M and Nava A. Prolonged cardiac 

arrest and complete AV block during upright tilt test in young patients with syncope of 



199 

 

unknown origin--prognostic and therapeutic implications. European Heart Journal. 

1992;13:1416-21. 

205. Kim PH, Ahn SJ and Kim JS. Frequency of arrhythmic events during head-up 

tilt testing in patients with suspected neurocardiogenic syncope or presyncope. 

American Journal of Cardiology. 2004;94:1491-5. 

206. Mehlsen J, Kaijer MN and Mehlsen AB. Autonomic and electrocardiographic 

changes in cardioinhibitory syncope. Europace. 2008;10:91-5. 

207. Zysko D, Gajek J, Kozluk E and Mazurek W. Electrocardiographic 

characteristics of atrioventricular block induced by tilt testing. Europace. 2009;11:225-

30. 

208. Pocock WA, Barlow JB, Marcus RH and Barlow CW. Mitral valvuloplasty for 

life-threatening ventricular arrhythmias in mitral valve prolapse. American Heart 

Journal. 1991;121:199-202. 

209. Lichstein E. Site of origin of ventricular premature beats in patients with mitral 

valve prolapse. American Heart Journal. 1980;100:450-7. 

210. Gallagher JJ, Gilbert M, Svenson RH, Sealy WC, Kasell J and Wallace AG. 

Wolff-Parkinson-White syndrome. The problem, evaluation, and surgical correction. 

Circulation. 1975;51:767-85. 

211. Josephson ME, Horowitz LN and Kastor JA. Paroxysmal supraventricular 

tachycardia in patients with mitral valve prolapse. Circulation. 1978;57:111-5. 

212. Chiou CW, Chen SA, Chiang CE, Tsai DS, Cheng CC, Wu TJ, Tai CT, Lee SH, 

Hsu TL, Chen CY, Wang SP, Chiang BN and Chang MS. Mitral valve prolapse in 

patients with paroxysmal supraventricular tachycardia. American Journal of 

Cardiology. 1995;75:186-8. 



200 

 

213. Erdem A, Yontar OC, Ozturk S, Ayhan SS, Ozlu MF, Erdem FH and Yazici M. 

A relationship between mitral valve prolapse and subtypes of supraventricular 

tachycardia. Journal of Interventional Cardiac Electrophysiology. 2012;35:243-6. 

214. Bekheit SG, Ali AA, Deglin SM and Jain AC. Analysis of QT interval in 

patients with idiopathic mitral valve prolapse. Chest. 1982;81:620-5. 

215. Puddu PE, Pasternac A, Tubau JF, Krol R, Farley L and de Champlain J. QT 

interval prolongation and increased plasma catecholamine levels in patients with mitral 

valve prolapse. American Heart Journal. 1983;105:422-8. 

216. Tieleman RG, Crijns HJ, Wiesfeld AC, Posma J, Hamer HP and Lie KI. 

Increased dispersion of refractoriness in the absence of QT prolongation in patients with 

mitral valve prolapse and ventricular arrhythmias. British Heart Journal. 1995;73:37-

40. 

217. Kulan K, Komsuoglu B, Tuncer C and Kulan C. Significance of QT dispersion 

on ventricular arrhythmias in mitral valve prolapse. International Journal of 

Cardiology. 1996;54:251-7. 

218. Ulgen MS, Biyik I, Karadede A, Temamogullari AV, Alan S and Toprak N. 

Relation between QT dispersion and ventricular arrhythmias in uncomplicated isolated 

mitral valve prolapse. Japanese Circulation Journal. 1999;63:929-33. 

219. Winkle RA, Lopes MG, Fitzgerald JW, Goodman DJ, Schroeder JS and 

Harrison DC. Arrhythmias in patients with mitral valve prolapse. Circulation. 

1975;52:73-81. 

220. DeMaria AN, Amsterdam EA, Vismara LA, Neumann A and Mason DT. 

Arrhythmias in the mitral valve prolapse syndrome. Prevalence, nature, and frequency. 

Annals of Internal Medicine. 1976;84:656-60. 



201 

 

221. Kavey RE, Sondheimer HM and Blackman MS. Detection of dysrhythmia in 

pediatric patients with mitral valve prolapse. Circulation. 1980;62:582-7. 

222. Kavey RE, Blackman MS, Sondheimer HM and Byrum CJ. Ventricular 

arrhythmias and mitral valve prolapse in childhood. Journal of Pediatrics. 

1984;105:885-90. 

223. Kumaki T, Inoh T, Yokota Y, Kawanishi H, Hayakawa M, Takarada A, Inoue T, 

Kobayashi K and Fukuzaki H. Arrhythmia in young patients with mitral valve prolapse. 

Japanese Circulation Journal. 1984;48:1383-6. 

224. Sniezek-Maciejewska M, Dubiel JP, Piwowarska W, Mroczek-Czernecka D, 

Mazurek S, Jaskiewicz J and Kitlinski M. Ventricular arrhythmias and the autonomic 

tone in patients with mitral valve prolapse. Clinical Cardiology. 1992;15:720-4. 

225. Kramer HM, Kligfield P, Devereux RB, Savage DD and Kramer-Fox R. 

Arrhythmias in mitral valve prolapse. Effect of selection bias. Archives of Internal 

Medicine. 1984;144:2360-4. 

226. Bobkowski W, Siwinska A, Zachwieja J, Mrozinski B, Rzeznik-Bieniaszewska 

A and Maciejewski J. A prospective study to determine the significance of ventricular 

late potentials in children with mitral valvar prolapse. Cardiology in the Young. 

2002;12:333-8. 

227. Koutlianos NA, Kouidi EJ, Metaxas TI and Deligiannis AP. Non-invasive 

cardiac electrophysiological indices in soccer players with mitral valve prolapse. 

European Journal of Cardiovascular Prevention and Rehabilitation. 2004;11:435-41. 

228. Engel TR, Meister SG and Frankl WS. Ventricular extrastimulation in the mitral 

valve prolapse syndrome. Evidence for ventricular reentry. Journal of 

Electrocardiology. 1978;11:137-42. 



202 

 

229. Morady F, Shen E, Bhandari A, Schwartz A and Scheinman MM. Programmed 

ventricular stimulation in mitral valve prolapse: analysis of 36 patients. American 

Journal of Cardiology. 1984;53:135-8. 

230. Unverferth DV, Baker PB, Swift SE, Chaffee R, Fetters JK, Uretsky BF, 

Thompson ME and Leier CV. Extent of myocardial fibrosis and cellular hypertrophy in 

dilated cardiomyopathy. American Journal of Cardiology. 1986;57:816-20. 

231. Tanaka M, Fujiwara H, Onodera T, Wu DJ, Hamashima Y and Kawai C. 

Quantitative analysis of myocardial fibrosis in normals, hypertensive hearts, and 

hypertrophic cardiomyopathy. British Heart Journal. 1986;55:575-81. 

232. Sutherland GR. Sudden cardiac death: the pro-arrhythmic interaction of an acute 

loading with an underlying substrate. European Heart Journal. 2017;38:2986-94. 

233. Al-Khatib SM, Stevenson WG, Ackerman MJ, Bryant WJ, Callans DJ, Curtis 

AB, Deal BJ, Dickfeld T, Field ME, Fonarow GC, Gillis AM, Granger CB, Hammill 

SC, Hlatky MA, Joglar JA, Kay GN, Matlock DD, Myerburg RJ and Page RL. 2017 

AHA/ACC/HRS Guideline for Management of Patients With Ventricular Arrhythmias 

and the Prevention of Sudden Cardiac Death: A Report of the American College of 

Cardiology/American Heart Association Task Force on Clinical Practice Guidelines and 

the Heart Rhythm Society. Journal of the American College of Cardiology. 

2018;72:e91-220. 

234. Shen WK, Sheldon RS, Benditt DG, Cohen MI, Forman DE, Goldberger ZD, 

Grubb BP, Hamdan MH, Krahn AD, Link MS, Olshansky B, Raj SR, Sandhu RK, 

Sorajja D, Sun BC and Yancy CW. 2017 ACC/AHA/HRS guideline for the evaluation 

and management of patients with syncope: executive summary: a report of the 



203 

 

American College of Cardiology/American Heart Association task force on clinical 

practice guidelines and the Heart Rhythm Society. Circulation. 2017;136:e25-59. 

235. Brignole M, Moya A, de Lange FJ, Deharo JC, Elliott PM, Fanciulli A, 

Fedorowski A, Furlan R, Kenny RA, Martin A, Probst V, Reed MJ, Rice CP, Sutton R, 

Ungar A and van Dijk JG. 2018 ESC Guidelines for the diagnosis and management of 

syncope. European Heart Journal. 2018;39:1883-1948. 

236. Enriquez A, Supple GE, Marchlinski FE and Garcia FC. How to map and ablate 

papillary muscle ventricular arrhythmias. Heart Rhythm. 2017;14:1721-8. 

237. Lee A, Hamilton-Craig C, Denman R and Haqqani HM. Catheter ablation of 

papillary muscle arrhythmias: Implications of mitral valve prolapse and systolic 

dysfunction. Pacing and Clinical Electrophysiology. 2018;41:750-8. 

238. Al-Bassam MS and Cooley DA. Arrhythmia with mitral valve prolapse: results 

of annuloplasty in two patients. Cardiovascular Diseases. 1978;5:397-405. 

239. Kay JH, Krohn BG, Zubiate P and Hoffman RL. Surgical correction of severe 

mitral prolapse without mitral insufficiency but with pronounced cardiac arrhythmias. 

Journal of Thoracic and Cardiovascular Surgery. 1979;78:259-68. 

240. Vaidya VR, DeSimone CV, Damle N, Naksuk N, Syed FF, Ackerman MJ, 

Ponamgi SP, Nkomo VT, Suri RM, Noseworthy PA and Asirvatham SJ. Reduction in 

malignant ventricular arrhythmia and appropriate shocks following surgical correction 

of bileaflet mitral valve prolapse. Journal of Interventional Cardiac Electrophysiology. 

2016;46:137-43. 

241. Moher D, Liberati A, Tetzlaff J and Altman DG. Preferred reporting items for 

systematic reviews and meta-analyses: the PRISMA statement. PLoS Med. 

2009;6:e1000097. 



204 

 

242. Frassati D, Tabib A, Lachaux B, Giloux N, Dalery J, Vittori F, Charvet D, Barel 

C, Bui-Xuan B, Megard R, Jenoudet LP, Descotes J, Vial T and Timour Q. Hidden 

cardiac lesions and psychotropic drugs as a possible cause of sudden death in 

psychiatric patients: a report of 14 cases and review of the literature. Canadian Journal 

of Psychiatry. 2004;49:100-5. 

243. Lin LT, Tsui KH, Chang R, Cheng JT, Huang BS and Wang PH. Management 

of recurrent and refractory ventricular tachycardia in pregnancy. Taiwanese Journal of 

Obstetrics and Gynecology. 2015;54:319-21. 

244. Saha T, Norris R and Luebbert J. Recurrent premature ventricular contraction-

induced ventricular fibrillation and resuscitated sudden death in a 26-year-old pregnant 

woman with bileaflet mitral valve prolapse. HeartRhythm Case Reports. 2018;4:58-62. 

245. Abraham ZA and Lees DE. Two cardiac arrests after needle punctures in a 

patient with mitral valve prolapse: psychogenic? Anesthesia and Analgesia. 

1989;69:126-8. 

246. Gaffney FA, Karlsson ES, Campbell W, Schutte JE, Nixon JV, Willerson JT and 

Blomqvist CG. Autonomic dysfunction in women with mitral valve prolapse syndrome. 

Circulation. 1979;59:894-901. 

247. Naksuk N, Syed FF, Krittanawong C, Anderson MJ, Ebrille E, DeSimone CV, 

Vaidya VR, Ponamgi SP, Suri RM, Ackerman MJ, Nkomo VT, Asirvatham SJ and 

Noseworthy PA. The effect of mitral valve surgery on ventricular arrhythmia in patients 

with bileaflet mitral valve prolapse. Indian Pacing and Electrophysiology Journal. 

2016;16:187-91. 



205 

 

248. Campbell RW, Godman MG, Fiddler GI, Marquis RM and Julian DG. 

Ventricular arrhythmias in syndrome of balloon deformity of mitral valve. Definition of 

possible high risk group. British Heart Journal. 1976;38:1053-7. 

249. Jeresaty RM. Ballooning of the mitral valve leaflets. Angiographic study of 24 

patients. Radiology. 1971;100:45-52. 

250. Marshall C and Shappell S. Sudden death in association with the ballooning 

posterior mitral leaflet syndrome. Journal of Forensic Science. 1974;19:715-722. 

251. Cobbs BW, Jr. and King SB, 3rd. Ventricular buckling: a factor in the abnormal 

ventriculogram and peculiar hemodynamics associated with mitral valve prolapse. 

American Heart Journal. 1977;93:741-58. 

252. Watts E, Nomeir AM, Stevenson JS and Newsome AR. Prevention of recurrent 

ventricular fibrillation by atrial pacemaker and sympathectomy. Southern Medical 

Journal. 1979;72:614-7. 

253. Anderson RC. Idiopathic mitral valve prolapse and sudden death. American 

Heart Journal. 1980;100:941-2. 

254. Noneman JW, Batenhorst RL, Jones MR, Garrett ER and Foster TS. Treatment 

of refractory ventricular arrhythmias. High dose parenteral and oral bretylium tosylate. 

Chest. 1982;81:517-9. 

255. Vesterby A, Bjerregaard P, Gregersen M and Fode K. Sudden death in mitral 

valve prolapse: associated accessory atrioventricular pathways. Forensic Science 

International. 1982;19:125-33. 

256. Virmani R, Robinowitz M and McAllister HA, Jr. Nontraumatic death in 

joggers. A series of 30 patients at autopsy. American Journal of Medicine. 1982;72:874-

82. 



206 

 

257. Conklin KA and Ziadlou-Rad F. Bupivacaine cardiotoxicity in a pregnant 

patient with mitral valve prolapse. Anesthesiology. 1983;58:596. 

258. Andre-Fouet X, Tabib A, Jean-Louis P, Anne D, Dutertre P, Gayet C, Huygue 

de Mahenge A, Loire R and Pont M. Mitral valve prolapse, Wolff-Parkinson-White 

syndrome, His bundle sclerosis and sudden death. American Journal of Cardiology. 

1985;56:700. 

259. Hoffmann A, Wenk M and Follath F. Exercise-induced ventricular tachycardia 

as a manifestation of flecainide toxicity. International Journal of Cardiology. 

1986;11:353-5. 

260. Broustet JP, Douard H and Mora B. Exercise testing in arrhythmias of idiopathic 

mitral valve prolapse. European Heart Journal. 1987;8 Suppl D:37-42. 

261. Strasberg B, Caspi A, Kusniec J, Lewin RF, Sclarovsky S and Agmon J. 

Ventricular fibrillation in a patient with 'silent' mitral valve prolapse. Cardiology. 

1988;75:149-53. 

262. Vlay SC. Morte d'amour with subsequent electrophysiologic studies. American 

Journal of Cardiology. 1988;61:1364. 

263. Martini B, Nava A, Thiene G, Buja GF, Canciani B, Scognamiglio R, Daliento L 

and Dalla Volta S. Ventricular fibrillation without apparent heart disease: description of 

six cases. American Heart Journal. 1989;118:1203-9. 

264. Nelson-Piercy C, Rickards AF and Yacoub MH. Aberrant origin of the right 

coronary artery as a potential cause of sudden death: successful anatomical correction. 

British Heart Journal. 1990;64:208-10. 

265. Sadaniantz A and Thompson PD. The problem of sudden death in athletes as 

illustrated by case studies. Sports Medicine. 1990;9:199-204. 



207 

 

266. Wilde AA, Duren DR, Hauer RN, deBakker JM, Bakker PF, Becker AE and 

Janse MJ. Mitral valve prolapse and ventricular arrhythmias: observations in a patient 

with a 20-year history. Journal of Cardiovascular Electrophysiology. 1997;8:307-16. 

267. Abello M, Peinado R, Merino JL, Gnoatto M, Mateos M, Silvestre J and 

Dominguez JL. Cardioverter defibrillator implantation in a pregnant woman guided 

with transesophageal echocardiography. Pacing and Clinical Electrophysiology. 

2003;26:1913-4. 

268. Ciancamerla F, Paglia I, Catuzzo B, Morello M and Mangiardi L. Sudden death 

in mitral valve prolapse and severe mitral regurgitation. Is chordal rupture an indication 

to early surgery? Journal of Cardiovascular Surgery. 2003;44:283-6. 

269. Nishida N, Ikeda N, Esaki R, Kudo K and Tsuji A. Conduction system 

abnormalities in alcoholics with asymptomatic valvular disease who suffer sudden 

death. Legal Medicine. 2003;5:212-9. 

270. Chirachariyavej T, Wohandee P and Peonim AV. A report case of sudden 

cardiac death in a young adult male from northeastern part of Thailand with mitral valve 

prolapse. Journal of the Medical Association of Thailand. 2004;87:446-9. 

271. Kesavan S and James M. Use of a defibrillation coil in the coronary sinus to 

reduce ventricular defibrillation threshold. British Journal of Cardiology. 2007;14:111-

5. 

272. Oliveira M, Nave M, Gil N and Passos-Coelho JL. Sudden death during 

adjuvant trastuzumab therapy of breast cancer. Annals of Oncology. 2010;21:901. 

273. Rordorf R, Raineri C, De Ferrari GM, Via G, Tavazzi G, Mojoli F, Nicolino A 

and Landolina M. Post-partum cardiogenic shock in a patient with permanent junctional 

re-entry tachycardia. International Journal of Cardiology. 2011;151:e68-70. 



208 

 

274. Desai HM and Amonkar GP. Idiopathic mitral valve prolapse with tricuspid, 

aortic and pulmonary valve involvement: an autopsy case report. Indian Journal of 

Pathology and Microbiology. 2015;58:217-9. 

275. Fais P, Vermiglio E, Laposata C, Lockwood R, Gottardo R and De Leo D. A 

case of sudden cardiac death following domperidone self-medication. Forensic Science 

International. 2015;254:e1-3. 

276. Cacko A, Michalak M, Welk E, Opolski G and Grabowski M. Pre-hospital 

cardiac arrest treated successfully with automated external defibrillator. Kardiologia 

Polska. 2017;75:618. 

277. Martini B, Zolla C, Guglielmi F, Toffanin GL, Cannas S, Martini N and Arancio 

R. Who is the guilty among these two silent killers? HeartRhythm Case Reports. 

2017;3:33-5. 

278. Han HC, Ha FJ, Teh AW, Calafiore P, Jones EF, Johns J, Koshy AN, O'Donnell 

D, Hare DL, Farouque O and Lim HS. Mitral valve prolapse and sudden cardiac death: 

a systematic review. Journal of the American Heart Association. 2018;7:e010584. 

279. Gerritsen AA and Deville WL. Gender differences in health and health care 

utilisation in various ethnic groups in the Netherlands: a cross-sectional study. BMC 

Public Health. 2009;9:109. 

280. Edston E. The earlobe crease, coronary artery disease, and sudden cardiac death: 

an autopsy study of 520 individuals. American Journal of Forensic Medicine and 

Pathology. 2006;27:129-33. 

281. Ho SY. Anatomy and myoarchitecture of the left ventricular wall in normal and 

in disease. European Journal of Echocardiography. 2009;10:iii3-7. 



209 

 

282. Hourdain J, Clavel MA, Deharo JC, Asirvatham S, Avierinos JF, Habib G, 

Franceschi F, Probst V, Sadoul N, Martins R, Leclercq C, Chauvin M, Pasquie JL, 

Maury P, Laurent G, Ackerman M, Hodge DO and Enriquez-Sarano M. Common 

phenotype in patients with mitral valve prolapse who experienced sudden cardiac death. 

Circulation. 2018;138:1067-9. 

283. Treibel TA, Lopez B, Gonzalez A, Menacho K, Schofield RS, Ravassa S, 

Fontana M, White SK, DiSalvo C, Roberts N, Ashworth MT, Diez J and Moon JC. 

Reappraising myocardial fibrosis in severe aortic stenosis: an invasive and non-invasive 

study in 133 patients. European Heart Journal. 2018;39:699-709. 

284. He Q, Heshka S, Albu J, Boxt L, Krasnow N, Elia M and Gallagher D. Smaller 

organ mass with greater age, except for heart. Journal of Applied Physiology. 

2009;106:1780-4. 

285. Han HC, Parsons SA, Teh AW, Sanders P, Neil C, Leong T, Koshy AN, Vohra 

JK, Kalman JM, Smith K, O'Donnell D, Hare DL, Farouque O and Lim HS. 

Characteristic histopathological findings and cardiac arrest rhythm in isolated mitral 

valve prolapse and sudden cardiac death. Journal of the American Heart Association. 

2020;9:e015587. 

286. Wong C and Marwick TH. Obesity cardiomyopathy: pathogenesis and 

pathophysiology. Nature Clinical Practice Cardiovascular Medicine. 2007;4:436-43. 

287. Raju H, Parsons S, Thompson TN, Morgan N, Zentner D, Trainer AH, James 

PA, Winship IM, Kalman JM and Vohra J. Insights into sudden cardiac death: exploring 

the potential relevance of non-diagnostic autopsy findings. European Heart Journal. 

2019;40:831-8. 



210 

 

288. Curl CL, Danes VR, Bell JR, Raaijmakers AJA, Ip WTK, Chandramouli C, 

Harding TW, Porrello ER, Erickson JR, Charchar FJ, Kompa AR, Edgley AJ, Crossman 

DJ, Soeller C, Mellor KM, Kalman JM, Harrap SB and Delbridge LMD. 

Cardiomyocyte functional etiology in heart failure with preserved ejection fraction is 

distinctive-a new preclinical model. Journal of the American Heart Association. 

2018;7:e007451. 

289. Chandramouli C, Reichelt ME, Curl CL, Varma U, Bienvenu LA, Koutsifeli P, 

Raaijmakers AJA, De Blasio MJ, Qin CX, Jenkins AJ, Ritchie RH, Mellor KM and 

Delbridge LMD. Diastolic dysfunction is more apparent in STZ-induced diabetic female 

mice, despite less pronounced hyperglycemia. Scientific Reports. 2018;8:2346. 

290. Shirani J, Pick R, Roberts WC and Maron BJ. Morphology and significance of 

the left ventricular collagen network in young patients with hypertrophic 

cardiomyopathy and sudden cardiac death. Journal of the American College of 

Cardiology. 2000;35:36-44. 

291. Schneider CA, Rasband WS and Eliceiri KW. NIH image to ImageJ: 25 years of 

image analysis. Nature Methods. 2012;9:671-5. 

292. van Heerebeek L, Borbely A, Niessen HW, Bronzwaer JG, van der Velden J, 

Stienen GJ, Linke WA, Laarman GJ and Paulus WJ. Myocardial structure and function 

differ in systolic and diastolic heart failure. Circulation. 2006;113:1966-73. 

293. Kai H, Mori T, Tokuda K, Takayama N, Tahara N, Takemiya K, Kudo H, Sugi 

Y, Fukui D, Yasukawa H, Kuwahara F and Imaizumi T. Pressure overload-induced 

transient oxidative stress mediates perivascular inflammation and cardiac fibrosis 

through angiotensin II. Hypertension Research. 2006;29:711-8. 



211 

 

294. Travers JG, Kamal FA, Robbins J, Yutzey KE and Blaxall BC. Cardiac fibrosis: 

the fibroblast awakens. Circulation Research. 2016;118:1021-40. 

295. Solano A, Menozzi C, Maggi R, Donateo P, Bottoni N, Lolli G, Tomasi C, Croci 

F, Oddone D, Puggioni E and Brignole M. Incidence, diagnostic yield and safety of the 

implantable loop-recorder to detect the mechanism of syncope in patients with and 

without structural heart disease. European Heart Journal. 2004;25:1116-9. 

296. Saeed M, Link MS, Mahapatra S, Mouded M, Tzeng D, Jung V, Contreras R, 

Swygman C, Homoud M, Estes NA, 3rd and Wang PJ. Analysis of intracardiac 

electrograms showing monomorphic ventricular tachycardia in patients with 

implantable cardioverter-defibrillators. American Journal of Cardiology. 2000;85:580-

7. 

297. Marks AR, Choong CY, Sanfilippo AJ, Ferre M and Weyman AE. Identification 

of high-risk and low-risk subgroups of patients with mitral-valve prolapse. New 

England Journal of Medicine. 1989;320:1031-6. 

298. Zoghbi WA, Adams D, Bonow RO, Enriquez-Sarano M, Foster E, Grayburn 

PA, Hahn RT, Han Y, Hung J, Lang RM, Little SH, Shah DJ, Shernan S, 

Thavendiranathan P, Thomas JD and Weissman NJ. Recommendations for noninvasive 

evaluation of native valvular regurgitation: a report from the American Society of 

Echocardiography developed in collaboration with the Society for Cardiovascular 

Magnetic Resonance. Journal of the American Society of Echocardiography. 

2017;30:303-71. 

299. Lang RM, Badano LP, Mor-Avi V, Afilalo J, Armstrong A, Ernande L, 

Flachskampf FA, Foster E, Goldstein SA, Kuznetsova T, Lancellotti P, Muraru D, 

Picard MH, Rietzschel ER, Rudski L, Spencer KT, Tsang W and Voigt JU. 



212 

 

Recommendations for cardiac chamber quantification by echocardiography in adults: an 

update from the American Society of Echocardiography and the European Association 

of Cardiovascular Imaging. Journal of the American Society of Echocardiography. 

2015;28:1-39. 

300. Lu KJ, Chen JX, Profitis K, Kearney LG, DeSilva D, Smith G, Ord M, Harberts 

S, Calafiore P, Jones E and Srivastava PM. Right ventricular global longitudinal strain 

is an independent predictor of right ventricular function: a multimodality study of 

cardiac magnetic resonance imaging, real time three-dimensional echocardiography and 

speckle tracking echocardiography. Echocardiography. 2015;32:966-74. 

301. Robison S, Hong K, Kim D, Lloyd R, Ramchand J, Hornsey E, Srivastava P, 

Smith G, Kearney L and Lim R. Evaluation of modified look-locker inversion recovery 

and arrhythmia-insensitive rapid cardiac T1 mapping pulse sequences in 

cardiomyopathy patients. Journal of Computer Assisted Tomography. 2018;42:732-8. 

302. Hayek E, Gring CN and Griffin BP. Mitral valve prolapse. The Lancet. 

2005;365:507-518. 

303. Beroukhim RS, Reed JH, Schaffer MS and Yetman AT. Surgical correction of 

mitral valve prolapse : a cure for recurrent ventricular tachycardia in Marfan syndrome? 

Pediatric Cardiology. 2006;27:755-8. 

304. Haaf P, Garg P, Messroghli DR, Broadbent DA, Greenwood JP and Plein S. 

Cardiac T1 Mapping and Extracellular Volume (ECV) in clinical practice: a 

comprehensive review. Journal of Cardiovascular Magnetic Resonance. 2016;18:89. 

305. Al'Aref SJ, Ip JE, Markowitz SM, Liu CF, Thomas G, Frenkel D, Panda NC, 

Weinsaft JW, Lerman BB and Cheung JW. Differentiation of papillary muscle from 



213 

 

fascicular and mitral annular ventricular arrhythmias in patients with and without 

structural heart disease. Circulation Arrhythmia Electrophysiology. 2015;8:616-24. 

 


