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A sudden death (SD) always has a tragic impact both on families and on the gen­
eral community. Although cardiac diseases liable to result in SD are mostly well 
identified, the etiopathogenetic understanding of most of these disorders is poor. 
To improve presymptomatic diagnosis, prevention and treatment, we need to 
define these disorders at the molecular and cellular levels. 

This chapter will address the general principles of molecular pathology in 
cardiovascular medicine. The most common pathological substrates of SD and 
the current knowledge of the molecular basis of cardiovascular diseases liable to 
result in cardiac arrest will be reviewed as well. 

Molecular Biology in Cardiovascular Medicine 

The field of molecular biology was considered to have started in the 1950s, with 
the discoveries of the structure of DNA, the structure and mechanism of tRNA 
and the breaking of the genetic code [1-3]. The field has now entered its golden 
era with the development of recombinant technologies which are now utilized in 
virtually every subspeciality of diagnostic medicine and pathology [4]. Wide 
application of these techniques results from their sensitivity, specificity, speed, 
and relatively inexpensive cost. Although the ethics and economics of some mole­
cular tests will spark intensive discussion, recombinant DNA technologies are 
likely to play an ever-increasing role in disease diagnosis and pathogenesis. 

Unfortunately these new technologies were not immediately adopted in the 
field of cardiovascular disease. The reasons for this reluctance were mainly due to 
some organic features of the heart: (1) adult myocytes are differentiated cells, no 
longer capable of proliferating and thus not of primary interest in molecular biol­
ogy; (2) most genomic mutations associated with hereditary cardiopathy usually 
cause lethal diseases, giving little access for future molecular approaches; (3) 
tumors, which are uncontrolled forms of proliferation and quite useful for pro-
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viding information regarding development, are very rare in the heart; (4) it has 
only recently become possible to obtain intact DNA and RNA using fresh cardiac 
tissue for in vivo studies through endomyocardial biopsy. Since the 1980s molec­
ular biology techniques have been used more and more accurately, offering 
unprecedented opportunities for improved diagnosis, detection, prevention and 
treatment of various forms of cardiovascular disease [5]. 

The most important subfields in which these techniques are successfully used 
are summarized in Table 1. 

Table 1. Recombinant DNA technologies: major applications in cardiovascular fields 

In vivo morpho-functional analysis of protein 

Production of proteins present in low quantity and generation of new specific drugs 

Sensitive and specific detection of different pathological processes using molecular hybri­
dization assays and new molecular techniques 

Identification and isolation of disease-causing genes (molecular genetic) 

Better understanding of molecular cardiac development 

Structural-Functional Analysis of Protein and Generation of New Specific Drugs 

Before the widespread use of recombinant DNA technologies the protein func­
tion was tested only in an indirect way: protein isolation from tissue, purification 
and in vitro evaluation of its biochemical kinetics (studying its affinity for the 
substrate and production of each new protein). 

Up to today the function of a specific protein could not be tested precisely. 
Nowadays using recombinant DNA technologies (such as molecular cloning and 
gene sequencing) it is possible to modify the gene which codes the specific pro­
tein to produce a non-functioning protein or on the contrary, to induce greater 
expression using a promoter. Cultured cells have typically been used to study in 
vivo mutant forms of proteins. However, for some proteins, adequate cell culture 
expression systems do not exist, and their expression in transgenic animals has 
now become an attractive alternative. 

Other studies, conducted to perform structural-functional analysis of pro­
teins in vivo, addressed the ionic sodium, calcium and potassium channels. The 
specific mRNA for the proteins of a given ionic channel is isolated, cloned and 
injected in the oocyte and then the ionic flow monitored using the "path clump­
ing" technique. 

Recombinant DNA technologies can quickly develop specific drugs with min­
imal or no collateral effects by transforming and specifically defining the biologi­
cal properties of a protein or part of one in vivo. Tissue plasminogen activator (t­
PAl, used for thrombolysis in myocardial infarction, represents just one of the 
most important and well-known examples. It is the result of the genetic fusion of 
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three genes: one codes a portion of the antibody (Fab) against fibrin, a second 
codes the Fab of antibodies against the tissue type plasminogen inhibitor (t-PA), 
also known as PAl, and a third codes the catalytic unit of recombinant tissue type 
plasminogen activator (rt-PA) [6]. More than 40 different forms oft-PA have been 
produced in attempts to reduce its side effects and inprove its therapeutic effi­
ciency. 

Sensitive and Specific Detection of Different Pathological Processes Using New 
Molecular Assays 

The principle of all molecular hybridization assays is the complementary base 
pairing between two nucleic acid strands. In situ hybridization (ISH) provides the 
direct detection of nucleic acid in cellular material in which simultaneous mor­
phological analysis can be performed. 

Since its introduction in 1985, the polymerase chain reaction (peR) has led to 
a veritable revolution in molecular biology [7]. It has been referred to as the 
"molecular biologist's photocopying machine" as it allows millions of copies of 
any specific DNA sequence to be generated within a few hours. The reaction con­
sists of an in vitro enzymatic amplification of a defined DNA sequence by repeat­
ed rounds of heat denaturation, primer annealing and DNA polymerase-mediat­
ed primer extension. The amplified DNA can then be seen as a distinct band after 
standard agarose gel electrophoresis, and the specificity of detection can be 
increased by subsequent hybridization or DNA sequencing. According to the 
nested peR technique, a second pair of primers "internal" to the original primer 
pair is used in a subsequent series of amplification cycles. Using this strategy, the 
sensitivity is enhanced from 100 to 1000 times, to a such an extent that even a sin­
gle copy target can be detected in a complex background of 300 000 cells or more. 
Recently a number of strategies have also been reported for carrying out nested 
peR in a single tube [8, 9]. 

One of the most important and frequent applications of these novel tech­
niques is for the identification of microbial pathogens. Given the extreme sensi­
tivity of these techniques, particularly of peR, a single copy of a gene can be 
readily detected from extremely small amounts of tissue, such as small fragments 
of endomyocardial biopsies. The significance of detection of viral genomes in 
heart tissue is reduced by latency, common to some viruses such as herpes virus­
es. Reverse transcriptase peR of specific viral mRNA is usually performed to 
detect active viral replication, in other words the infective state of the virus. The 
decision to develop and apply peR for routine diagnosis of myocarditis must be 
considered in relation to the low cost, speed, sensitivity and reliability of more 
conventional culture and/or serological methods [10]. peR holds its greatest 
promise for extending diagnosis beyond simple infective agent detection. 
Important genetic characteristics such as virulence and responsiveness to 
chemotherapy are amenable to direct analysis by peR. This area of endeavor is 
proceeding rapidly, and it is likely that many types of microrganisms will be cate­
gorized pathologically according to subtle genetic changes. 



Molecular Pathology of Cardiac Diseases Liable to Cause Sudden Death 9 

peR may detect virtually all the common genetically inherited diseases in 
which the defective gene has been identified, such as Duchenne muscular dystro­
phy and hypertrophic cardiomyopathy [11, 12]. 

peR can also trace the inheritance of diseases in which the defective locus has 
only been defined in terms of linkage to other cellular genes. Using peR, allelic 
forms of many cellular genes can be identified by sizing selected introns between 
the coding exons [l3]. This approach should provide much more detailed linkage 
studies than are presently possible using restriction fragment length polymor­
phism (RFLP) analysis. 

Sequencing of PeR-amplified genes has led to the discovery of disease-associ­
ated single-nucleotide differences in the genes like those encoding histocompati­
bilityantigens [14, 15] and various hormone and growth-factor receptor mole­
cules. peR-based analysis will undoubtedly lead to the identification of a vast 
array of genetically based diseases as well as provide insights into disease patho­
genesis. 

A variety of types of samples may be used in peR. Extracted nucleic acid may 
be amplified with ease, even in a partially purified sample. Extracted DNA or 
RNA from formalin-fixed, paraffin-embedded samples obtained either at autopsy 
or at surgery are successfully used as templates for peR. This could permit ever 
more frequent application, including in retrospective studies. 

Apoptosis is a mechanism by which cells respond to damage by triggering a 
program of cell death [16-18]. Apoptosis has only recently been recognized as a 
component of many common cardiac pathologies such as chronic heart failure, 
viral myocarditis and ischemia [19-21]. Since apoptosis involves the fragmenta­
tion of chromatin, several researchers have used DNA polymerases or terminal 
transferases to end-label DNA strand breaks by the incorporation of biotinylated 
nucleotide in situ end labeling (ISEL) [22,23]. Labeled nuclei are then identified 
by the addition of a streptavidin-peroxidase conjugate and an appropriate peroxi­
dase substrate. These methods have several potential advantages: greater sensitiv­
ity (more nuclei are detected as being apoptotic), greater specificity (there is less 
equivocation since apoptotic nuclei are clearly marked); and easy quantitation 
(the labeled nuclei in tissue sections may be counted by automated image cytom­
etry). 

Identification and Isolation of Disease-Causing Genes 

Through the application of recombinant DNA technology, the study of human 
genetic disorders has undergone a substantial surge in activity. Many cardiovas­
cular diseases recognize genetic factors that can contribute to their pathogenesis. 
According to a survey of the human conditions caused largely by mutations in a 
single gene (currently more than 16,000 have been identified) [24], a large num­
ber (7-8%) affect the cardiovascular system. This suggests that potentially 5,000 
or more genes are involved in the embryology, differentiation and maturation of 
cardiovascular structures and in all the processes that regulate cardiovascular 
function. 
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A genetic marker is a trait whose inheritance can be followed within a family. 
This trait becomes a marker for genes located within the neighboring chromoso­
mal region. If an individual has inherited the marker from a given chromosomal 
region, by inference, the individual should have inherited all of the genes located 
within that chromosomal region. 

DNA sequence variations between individuals are routinely ascertained using 
restriction enzymes. Each restriction enzyme recognizes and cleaves double­
stranded DNA at a specific sequence of nucleotides. Variation in the presence of 
restriction enzyme sites results in the generation of different-size fragments of 
DNA (restriction fragment length polymorphism, RFLP). These fragments of 
DNA are detected by a procedure using gel electrophoresis, transfer of the sepa­
rated DNA to a filter membrane, and hybridization to a radiolabeled probe 
(southern blotting) [25-27]. 

Genetic linkage may be defined as the nonrandom assortment of two DNA 
markers (defined as multiallelic polymorphic loci) within a family because of 
their physical proximity on the same chromosome. The closer two markers are 
within the same segment of chromosomal DNA, the less likely it is that a recom­
bination event will occur between them and the more tightly linked they are. In 
any genetic linkage study, informative meioses are those that occur in an individ­
ual who is heterozygous at the marker loci. With their high level of polymor­
phism and their ability to detect both alleles in heterozygotes, RFLPs are particu­
larly well suited for genetic studies. Linkage relationships (or the lack of them) 
are expressed mathematically as the logarithm of the odds (LOD score) in favor 
of linkage at given distance between the marker and the phenotype loci. LOD 
scores of 3.0 or greater are considered statistically significant, while LOD scores 
of S; 2.0 statistically exclude two markers as being linked. LOD scores between 2.0 
and 3.0 are considered inconclusive. Several single-gene disorders have been 
linked to DNA markers over the last few years, such as those identified as causing 
dilated cardiomyopathy, arrhythmogenic right ventricular cardiomyopathy and 
long QT syndrome. 

Better Understanding of Molecular Cardiac Development 

Cardiogenesis is one of the most critical steps in embryonic development. 
A large body of genetically based studies have elucidated the principles and 

pathways that guide cardiovascular development in both invertebrate and verte­
brate species. Different transcriptional regulators (GATA factors, MEF-2 family, 
etc.) have been found in specific steps of cardiac morphogenesis [28,29] from 
the establishment of left-right asymmetry in the primitive heart tube, looping 
morphogenesis, right and left ventricular chamber specification, trabeculation, 
outflow tract septation, conotruncal development, functional maturation of the 
ventricular chamber, expansion of the compact zone and endocardial cushion 
formation. In this regard, a variety of genetic systems, including fruit flies 
(Drosophila), zebrafish, frogs, chicks and mice are used to identify and better 
understand the complex stages of cardiovascular growth and development [30]. 
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Molecular Basis of Cardiovascular Substrates at Risk of Sudden Death 

Whereas SD in the adult is mostly due to atherosclerotic coronary artery disease 
often associated with previous myocardial infarction [31,32], a large spectrum of 
cardiac substrates may underlie SD in the young [33-37]. We recently calculated an 
overall prevalence of SD of 0.8/100,000 per year in the young [38]. Based upon the 
Veneto region study project on juvenile SD, cardiovascular SD accounted for more 
than 80% of the collected cases, and about one third of SDs were due to a congeni­
tal heart defect present since birth [37]. As to the pathophysiologic mechanism, 
cardiac arrest may be mechanical or arrhythmic in nature. Table 2 reports the 
main causes of cardiovascular SD in our series of cases collected since 1979 [38]. 

Table 2. Causes of sudden death in people aged :5 35 years in the Veneto region of Italy, 1979 
to 1996. (From [38], modified) 

Cause 

Arrhythmogenic right ventricular cardiomyopathy 
Atherosclerotic coronary artery disease 
Anomalous origin of coronary artery 
Disease of conduction system 
Mitral valve prolapse 
Hypertrophic cardiomyopathy 
Myocarditis 
Myocardial bridge 
Pulmonary thromboembolism 
Dissecting aortic aneurysm 
Dilated cardiomyopathy 
Other 
Total 

Arrhythmic Sudden Death with Structural Heart Disease 

Heart Muscle Disease 

Total 

29 (10.8%) 
45 (16.7%) 

7 (2.6%) 
24 (8.9%) 
26 (9.7%) 
17 (6.3%) 
22 (8.2%) 
7 (2.6%) 
4 (1.5%) 

12 (4.5%) 
10 (3.7%) 
66 (24.5%) 

269 

Hypertrophic cardiomyopathy. The natural history of hypertrophic cardiomyo­
pathy is often marked by SD [39,40]. Heart dysfunction appears more in the form 
of electrical instability than of impaired contractility. The reported incidence of SD 
is 2-4% a year in adults and 4-6% a year in children and adolescents. Risk factors 
are considered to be young age, previous syncopal episodes, a malignant family 
history, myocardial ischemia, sustained ventricular tachycardia on electrophysiolo­
gical test and ventricular tachycardia on Holter monitoring [39]. A complex inte­
raction occurs between left ventricular hypertrophy, left ventricular outflow pres­
sure gradient, diastolic dysfunction and myocardial ischemia, which accounts for 
the great variability of clinical findings. Myocardial disarray, with myocytes spa­
tially arranged in a chaotic manner, and interstitial fibrosis, represent an ideal sub­
strate of inhomogeneous intraventricular conduction with potential reentry phe-
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nomen a [41]. Moreover, detailed pathologic studies on subjects dying suddenly 
demonstrated the superimposition of ischemic damage to the dysplastic myocar­
dium, in the shape of myocyte necrosis and large fibrous scars mimicking healed 
infarction. The ischemic damage may occur in the absence of significant epicardial 
coronary artery disease, although small vessel disease as well as intramural course 
of the left anterior descending coronary artery have been noted [42]. The combina­
tion of myocardial disarray and replacement fibrosis has to be considered a highly 
malignant arrhythmogenic substrate in hypertrophic cardiomyopathy. 

Recently, molecular genetic studies demonstrated that hypertrophic car­
diomyopathy is a heterogeneous disease, with several missense mutations in 
genes encoding for proteins of the cardiac sarcomere [43]. Mutations in 7 sarcom­
eric protein genes have been identified in affected families (Table 3): p-myosin 

Table 3. Genetic basis of cardiac diseases liable to cause sudden death 

Disease Locus Gene Reference 

Hypertrophic cardiomyopathy 1q3 CTnT Thierfelder et aI. [48] 
Watkins et al. [55] 

3p MELC Poetter et al. [45] 
7q3* MacRae et al. [50] 
llp11.2 MyPBC Bonne et al. [53] 

Watkins et al. [54] 
12q23-q24.3 MRLC Poetter et al. [45] 
14qll-q12 ~-MHC Jarcho et al. [44] 
15q2 a-TM Thierfelder et al. [48] 

Watkins et al. [55] 
19p13.2-q13.2 CTnl Kimura et al. [47] 

Arrhythmogenic right 14q23-q24 Rampazzo et al. [64] 
ventricular cardiomyopathy lq42-q43 Rampazzo et al. [65] 

14q12-q22 Severini et al. [66] 
2q32.1-q32.2 Rampazzo et al. [67] 
3p23 Ahmad et al. [68] 

Naxos disease 17q21 Coonar et al. [69] 

Familial idiopathic VF 3p21-q23 SCN5A Chen et al. [143] 

X-linked dilated cardiomyopathy Xp.21.2 Dystrophin Muntoni et al. [81] 
Muntoni et al. [82] 
Milasin et al. [91] 
Ortiz Lopez et al. [92] 

Barth syndrome Xq28 G.4.5 Bione et al. [93] 

Autosomal dominant dilated 1q32 Durand et al. [84] 
cardiomyopathy 2p31 Siu [85] 

9q13-q21 Krajinovic et al. [86] 
lOq21-q23 Bowles et al. [87] 
3p22-p25 Olson and Keating [89] 
15q14 Actin Olson et al. [90] 

Cont. 
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Cont. Table 3. 

Disease Locus Gene Reference 

Conduction defect and dilated Ipl-lql Kass et al. [88] 
cardiomyopathy 

LQTS (Romano Ward type) 3p21-p23 SCNSA Wang et al. [131] 
4q2S-q27 Schott et al. [135] 
7q3S-q36 HERG Curran et al. [132] 
11plS.5 KvLQTl Wang et al. [133] 
21q22.1-q22 MinK Splawski et al. [134] 

LQTS (Jervell and Lange-Nielsen 11plS.S KvLQTl Neyroud et al. [136] 
type) Splawski et al. [137) 

21q22.1-q22 MinK Schultze-Bahr et al. [138) 

PFHB-I 19q 13.2-q 13.2 Brink et al. [97] 
De Meeus et al. [98] 

Supravalvular aortic stenosis 7ql1.23 Elastin Ewart et al. [109] 
Curran et al. [11 0) 

Marfan syndrome ISqlS-q21.3 Fibrillin-l Kainulainen et al. [145] 
Dietz et al. [146) 

* associated with Wolff-Parkinson-White Syndrome 

heavy chain on chromosome 14, cardiac essential myosin light chain on chro­
mosome 3, cardiac regulatory myosin light chain on chromosome 12, cardiac 
troponin T on chromosome 1, cardiac troponin I on chromosome 19, a­
tropomyosin on chromosome 15 and cardiac myosin-binding protein C on 
chromosome 11 [44-53]. Available data suggest that mutations in ~-myosin 
heavy chain and myosin-binding protein C are more common than the others. 
Moreover, beside locus heterogeneity, there is marked allelic heterogeneity for 
all the identified genes and more than 80 different mutations have been report­
ed, the majority being missense mutations. Mutations in different components 
of the sarcomere appear to produce the same phenotype expression. From the 
functional point of view, sarcomeric contractile performance becomes 
depressed, suggesting that myocyte hypertrophy could be a compensatory 
response. Some mutations have been reported to carry a benign significance, 
with a low risk for SD, whereas others are associated with a poor prognosis, 
thus explaining the existence of subgroups of families with a malignant history. 
Although data on genotype-phenotype correlations are still preliminary, it 
seems that the phenotype varies not only with the type of mutation but also 
within individuals carrying the same mutation. For instance, the arginine-to­
glutamine mutation in 403 codon of ~-myosin is associated with a poor prog­
nosis, whereas the arginine-to-tryptophan mutation appears more benign [51, 
52]. Moreover, the knowledge that myosin-binding protein C mutations appear 
to be associated with age-related penetrance in adulthood would have conse­
quences for genetic counseling [53,54]. As to the phenotype caused by troponin 
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T mutation, it appears to be associated with no or mild hypertrophy, up to 50% 
of nonpenetrance and a high risk of SD, even in the absence of severe left ven­
tricular hypertrophy [55,56]. 

Arrhythmogenic right ventricular cardiomyopathy. Also known as right ven­
tricular dysplasia, this is one of the leading causes of SD in the young in our 
series [57-59]. Arrhythmogenic right ventricular cardiomyopathy may be a con­
cealed abnormality in apparently healthy subjects. In terms of contractility, 
heart performance may be preserved since the left ventricle is usually spared. 
This explains why the disease is observed even in sports champions, manifest­
ing only with minor symptoms like palpitations or lipothymia, and why the 
diagnosis is frequently missed in preparticipation screenings [38]. In these sub­
jects the presence of ECG abnormalities, like an inverted T wave in the right 
precordial leads (VI-V3), increased QRS duration >110 ms, late potentials 
detected by high resolution electrocardiography and ventricular arrhythmias, 
even in the shape of single premature ventricular beats with left bundle branch 
block morphology, should raise suspicion of the disease and lead to further 
investigation. Imaging procedures, whether non-invasive or invasive, are useful 
in detecting structural and functional abnormalities of the right ventricle, such 
as bulging, wall motion abnormalities and dilatation [60]. Nuclear magnetic 
resonance, furthermore, is a very effective tool for tissue characterization and 
may help detect the fatty myocardial infiltration [60]. The disease is characterized 
pathologically by a peculiar myocardial atrophy with fibro-fatty substitution of 
the right ventricular free wall in an apparently normal heart. Histology reveals 
the disappearance (atrophy) of the right ventricular myocardium and the fibro­
fatty or fatty replacement, with a wave-front extension from the epicardium 
towards the endocardium [59,61]. The intraventricular conduction delay, result­
ing from the fibro-fatty replacement is a source of electrical instability, due to 
reentrant phenomena, in the shape of ventricular arrhythmias (premature ven­
tricular beats, non-sustained or sustained ventricular tachycardia) with left bun­
dle branch block morphology, indicating a right ventricular origin. Evidence of 
acquired, progressive cell death rules out a congenital heart disease. The disease 
is now listed among cardiomyopathies in the WHO revised classification [62]. 

A familial character has been demonstrated in nearly 50% of cases, with an 
autosomal dominant inheritance [63]. Even though a defective gene has not been 
identified so far, 5 different gene loci have been described, 2 of which are located 
in close proximity on chromosome 14 (l4q23-q24 and 14qI2-q22), a third locus 
located on chromosome 1 (lq42-q43), a fourth on chromosome 2 (2q32.1-q32.2) 
and the fifth on chromosome 3 (3p23) [64-68]. An autosomal recessive variant of 
arrhythmogenic right ventricular cardiomyopathy (ARVC) that is associated with 
woolly hair and palmoplantar keratoderma has been reported from the island of 
Naxos in Greece and linked to chromosome 17 (l 7q2 1), within the gene encoding 
a keratin, a reasonable candidate for this entity [69]. In the experience collected 
by Nava et al. in Padua, no linkage was found to the known chromosomal loci in 
50% of families [70]. Thus, several genes seem to be involved, suggesting genetic 
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heterogeneity. A genetically determined atrophy might explain this cardiomyopa­
thy, which might then be considered a myocardial dystrophy. The histological 
similarities with some skeletal muscular dystrophies, like Duchenne and Becker, 
favor this hypothesis. 

Recently, apoptosis (genetically determined cell death) has been postulated to 
account for cell death [71,72]. Evidence supporting this view has been collected 
both at autopsy and from biopsy material (Fig. 1). Interestingly, the presence of 

. , . 

Fig. la-c. Sudden death due 
to arrhythmogenic right 
ventricular cardiomyo­
pathy in a 28-year-old man 
with a previous history of 
syncopal episodes. a. Gross 
view: note the yellow 
appearance of the right 
ventricular free wall. b. 
Histology of the right ven­
tricular freewall revealing 
massive fatty replacement. 
Azan Mallory, x 3. c. Photo­
graphs of TUNEL-stained 
myocardium: intensely 
dark stained nuclei of 
myocytes adjacent to adi­
pose tissue. Original 
magnification x 300 
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apoptosis was found in the early and acute symptomatic phase of the disease [72]. 
Focal myocarditis with myocyte death was observed in all cases with fibro­

fatty variant: whether inflammation is primary or secondary to cell death remains 
to be established [59,73]. Recent analysis using nested peR for enterovirus failed 
to detect any viral genome in biopsies of affected patients with both recent and 
chronic clinical onset of the disease (Fig. 2). Focal, progressive cell death may lead 
to either fibrous or fatty replacement, with adipocytes taking the place of dying 
myocytes. Focal myocarditis, bouts of apoptosis, right ventricular aneurysms and 
left ventricular involvement most probably worsen ventricular electrical vulnera­
bility and lower the ventricular fibrillation threshold [74]. 

Myocarditis. SD caused by myocarditis is not rare, particularly in the young [75]. 
The strongest evidence that subclinical myocarditis can be a cause of ventricular 
fibrillation comes from an autopsy series on USA army recruits in which 40% of 
those who died suddenly had histological evidence of myocarditis [76]. 
Myocarditis usually presents with signs of pump failure and ventricular dilata­
tion. Nonetheless, ventricular arrhythmias have been described in patients with 
myocarditis and apparently normal heart [77,78]. SD may occur in either the 
active or the he ale phases as a consequence of life-threatening ventricular 
arrhythmias that mostly develop in the setting of an unstable myocardial sub­
strate, namely inflammatory infIltrate, interstitial edema, myocardial necrosis and 
fibrosis. Previous symptoms may consist of flu-like illness a few days before death, 

1 WM 2 3 4 5 6 7 8 9 10 II 12 

215pb 

Fig. 2. Results of nested RT-PCR of endomyocardial biopsy tissues obtained from ARVC/D 
patients. Line 2,4,7-12: nine ARVC/D patients; line 5: coxsackievirus B3lymphocytic myo­
carditis (positive control); line 6: coxsackievirus B3 infected cells (positive control); line 1: 
uninfected cells. (From [74] with permission) 
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syncopal episodes and premature ventricular beats. The gross appearance of the 
heart is not distinctive and its weight may be within normal values. Histology 
invariably discloses a patchy inflammatory infiltrate, sometimes no more than 
three foci at magnification x 6 and not necessarily associated with myocardial 
necrosis. The inflammatory infIltrate is usually polymorphous and less frequently 
purely lymphocytic. This subtle substrate, together with possible inflammatory 
involvement of the conduction system, is highly arrhythmogenic, accounting for 
unexpected arrhythmic cardiac arrest. Myocardial infection, whether bacterial or 
viral, has rarely been investigated. Noteworthy is the report of an increased sudden 
cardiac death rate among young Swedish elite orienteers with histopathological evi­
dence of myocarditis and serologic demonstration of antibodies to Chlamydia 
pneumoniae [79] . 

Nonetheless, viral infections are the most plausible cause. Molecular biology 
techniques with PCR are now an essential tool and the gold standard for an etio­
logical diagnosis. Application of gene amplification techniques is particularly 
useful in detecting viral nucleic acids in biopsies, especially when characteristic 
cytopathic changes cannot be observed on light microscopy, a rather frequent 
condition in acute fatal forms causing SD. Although enteroviruses are the most 
important causative agent in the pathogenesis of myocarditis, several studies have 
shown that various other viruses, such as adenovirus, herpesvirus 
(cytomegalovirus, herpes simplex virus, Epstein-Barr virus), parvovirus, influen­
za virus A and B, and hepatitis C virus can be involved in myocardial infective 
disease, particularly in the pediatric population (Fig. 3) [10,80]. 

Fig. 3. MyocarditIs In pediatrIc age. Numerous Inflammatory cells staIned strongly for 
UCHL-l (CD45RO), demonstratIng that the lymphocytes of the Infiltrate are prImarIly T 
cells. Insert: PCR analysis for adenovirus: lane 1: molecular size marker, lane 2: ~-globIn 
amplImer ("housekeepIng" gene), lane 3: adenovirus positive control, lane 4: negative con­
trol, lane 5: myocarditIs 
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Dilated cardiomyopathy. Dilated cardiomyopathy is a genetically and clinically 
heterogeneous disease. The natural history demonstrates that dFath occurs not 
only due to progressive congestive heart failure or as a complication of throm­
boembolism, but also abruptly due to arrhythmic cardiac arrest. In these circum­
stances death is obviously expected and, according to definition, it should not be 
considered strictly as a true SD. However, in a few cases of dilated cardiomyopa­
thy arrhythmic SD may be the first manifestation of the disease and the diagnosis 
achieved only at postmortem by observing a heavy heart with dilated ventricles 
and no inflammatory or coronary artery disease. 

As to the molecular basis of dilated cardiomyopathy, at least 30% of cases are 
inherited, with a significant percentage of the remaining cases being acquired 
(i.e., myocarditis, autoimmune, etc.). Inherited forms may have autosomal domi­
nant, autosomal recessive, X-linked, or mitochondrial transmission, with evident 
genetic heterogeneity [83]. 

Genes for the autosomal dominant form have been mapped to six different loci. 
Four of them are associated with "pure" dilated cardiomyopathy: lq32, 2p31, 9q13, 
and lOq21-23 [84-87]; whereas the remaining two loci refer to dilated cardiomy­
opathy with conduction defects: Ipl-lql and 3p22-3p25 [88,89]. Quite recently, 
cardiac actin gene mutation on chromosome 15q14 has been identified [90]. 

The genes for two X-linked cardiomyopathies have been identified and multi­
ple mutations of both have been reported as well. They are the dystrophin gene 
(Xp.21.2), which is also responsible for Duchenne and Becker muscular dystrophy 
[91,92], and the G 4.5 gene (Xq28) in the Barth syndrome [93]. Whereas the G 4.5 
gene function is still unknown, dystrophin is a large cytoskeletal protein of the 
inner face of the sarcolemma, attaching itself to F-actin in the matrix and to the 
dystrophin-associated glycoprotein (DAG) complex, which is a transmembrane 
protein. 

The persistence of a viral infection is thought to have a pathogenetic role in 
different chronic myocardial diseases of unknown etiology [94, 95]. Different 
molecular techniques have produced controversial results with respect to the rate 
of enteroviral positivity in myocardial samples from patients with dilated car­
diomyopathy. Several studies have showed no or a very low percentage of 
enteroviral PCR positivity in patients suffering from the end stage of dilated car­
diomyopathy (Fig. 4) [96]. Viral clearance or the involvement of other potentially 
cardiotropic viruses, such as human cytomegalovirus, coronavirus, adenovirus 
and hepatitis C virus, could explain the predominantly negative findings. 

Conduction System Diseases 

Progressive familial heart block. This is an autosomal dominant disease charac­
terized by progression from a normal conduction pattern to bundle branch block 
and subsequently to complete heart block with wide QRS complexes [97]. Typical 
manifestations of the disease are syncope, SD and Morgagni-Stokes-Adams 
attacks. Treatment with pacemaker implantation is required. A study of 86 family 
members of three pedigrees, in which 34 members were affected, led to the 
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Fig. 4a,b. RT-PCR for enterovirus in native hearts of cardiac transplanted patients. Agarose 
gel electrophoresis (a) and its southern hybridization (b). M: molecular size marker Line 
1: Coxsackievirus B3 infected cells (positive control), lane 2: case of DC (enterovirus +), 
lane 4: case of lymphocitic myocarditis (enterovirus +), lane 9 and 12: cases of lymphoci­
tic myocarditis (coxsackievirus B3 + ,positive controls), lane3, 5-8 and 10,11 are cases of 
ischemic cardiopathy, dilated cardiomyopathy and valvular disease (enterovirus -), lane 
13: uninfected cells (negative control). (From [96] with permission) 

demonstration of genetic linkage to chromosome 19 (l9q13.2-q13.3)- and the 
gene was localized to within 10cM of the kallikrein locus [98]. 

Familial Wolff-Parkinson-White syndrome. Wolff-Parkinson-White syndrome is a 
disorder in which an aberrant myocardial fascicle joins the atria to the ventricles, 
beyond the specialized AV junction [99]. Known by the eponym of Kent's bundle, 
it consists of a 200- to 400-micron-thick structure, directly connecting the atrial 
with the ventricular musculature [100]. It is the smallest common congenital 
heart disease and affects 0.5-1 %0 of live births [10 1]. Usually located in the lateral 
rings, especially the left AV one related to the attachment of the mural mitral 
leaflet, it consists of ordinary myocardium which does not possess decremental 
properties of specialized AV nodal conducting tissues. Due to the regular delay 
through the specialized AV junction tissue, the atrial impulse excites the ventri­
cles earlier through the accessory pathway. The risk of SD in patients is low and 
mainly related to the occurrence of atrial fibrillation, which may convert into 
ventricular fibrillation due to the short refractoriness of the AV accessory path­
way, which allows transmission of more than 300 impulses per minute to the ven­
tricles [102]. In most of the cases, the disease is not hereditary, although some 
familial cases of Wolff-Parkinson-White have been reported, suggesting autoso-
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mal dominant inheritance. In a single pedigree of 25 living members with either 
Wolff-Parkinson-White syndrome or hypertrophic cardiomyopathy, or both, the 
disorder was linked to chromosome 7 (7q3) [50]. It is unknown whether a single 
defect is responsible for both clinical pictures or whether two genes are located 
very close to each other (contiguous gene syndrome), thus frequently cosegregat­
ing. However, other associations of familial hypertrophic cardiomyopathy and 
Wolff-Parkinson-White syndrome have been identified, like that described in the 
cardiac troponin I gene on chromosome 19 [47], thus suggesting that Wolff­
Parkinson-White syndrome may have several different pathogeneses. 

Valve Diseases 

Aortic stenosis. SD occurs in up to 20% of patients with aortic stenosis [103]. The 
risk of SD is usually confined to patients with a left ventricular/aortic gradient 
above 50 mmHg. Nowadays aortic stenosis is an uncommon cause of SD, because 
of improved identification of patients at risk, sport restriction and timely surgical 
intervention. Elevated ventricular systolic pressure and increased myocardial 
mass may both account for raised oxygen consumption and reduced coronary 
reserve and provide a substrate for myocardial ischemia, particularly in the 
subendocardium, even in the absence of coronary artery disease. Pathologic 
study of these SD cases usually discloses subendocardial ischemia in terms of 
myocytolysis and scarring, both well-known arrhythmogenic substrates. Exercise 
increases oxygen demand and the blood perfusion discrepancy, with the onset of 
lethal ventricular tachyarrhythmias. Whereas in the elderly aortic stenosis is usu­
ally the result of senile dystrophic calcification of the aortic valve or of a calcified 
bicuspid valve [104,105], in the young it is mostly related to congenital valve mal­
formations, like unicuspid or bicuspid conditions with dysplastic cusp stiffness 
[106]. 

Bicuspid aortic valve occurs in about 1%-2% of the general population and 
can be a predisposing factor for SD not only due to the increased risk of aortic 
dissection (see below) but also the risk of development of aortic stenosis [107]. 
Familial cases with autosomal dominant inheritance have been reported [108]. 

Supra valvular aortic stenosis occurs with a frequency of 1/25,000. A familial 
pattern with autosomal dominant inheritance has been reported. The disease has 
been linked to chromosome 7 and results from a defect in the elastin gene which 
causes an hour-glass obstruction of the ascending aorta and left ventricular 
hypertrophy [109, 110]. The phenotype is thus linked to gross DNA rearrange­
ments in elastin. It is marked by elastosis of the aortic tunica media, intimal 
thickening and dysplastic cusps [111,112]. Isolation of the coronary ostia, 
because of fusion of semilunar cusps leaflets with the aortic wall, as well as a 
stenotic intra-arterial course of the coronary arteries further aggravate the coro­
nary ischemia in these patients [113]. Williams syndrome is an autosomal domi­
nant disorder that is characterized by supravalvular aortic stenosis, peripheral 
pulmonary stenosis, obstructive coronary lesions, abnormal facies and mental 
retardation. This syndrome was found to be associated with deletion of a region 
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of chromosome 7 (7 q 11.23) that includes the elastin gene and is thought to be a 
contiguous gene disorder caused by the deletion of multiple adjacent genes. 

Mitral valve prolapse. This has been reported to occur in 1 % of the male and 6% 
of the female population. However, SD is rare, especially in people less than 20 
years of age [114]. Unexpected death may rarely be a mechanical complication of 
valve function, with chordal rupture and pulmonary edema. More frequently it is 
a consequence of an abrupt electrical disorder in the form of ventricular tachy­
cardia and fibrillation. It was postulated that elongated chordae or redundant 
valve leaflets, by rubbing against the ventricular endocardium, may elicit ventric­
ular electrical instability and promote cardiac arrest. Hemodynamically signifi­
cant mitral valve regurgitation, autonomic nervous system dysfunction, conduc­
tion system abnormalities as well as focal myocarditis have also been advanced as 
possible etiopathogenetic mechanisms [114]. Recently, histologic studies of the 
right ventricular myocardium disclosed significant fatty infiltration, especially at 
infundibular level, in a subset of patients dying suddenly [114,115]. 

Familial mitral valve prolapse has been classified as an inherited connective 
tissue disorder and several studies suggest that the mode of inheritance is autoso­
mal dominant. It may occur alone or in association with minor physical features 
such as pectus excavatum, straight back syndrome, long thin chest, long arms or 
joint hypermobility, but in the absence of other features of Marfan syndrome. 
Moreover, mitral valve prolapse is very frequent in patients affected by Marfan 
syndrome (see below), and it is also well recognized to occur in numerous other 
heritable disorders of connective tissue, such as Ehlers-Danlos syndrome, osteo­
genesis imperfecta and pseudoxanthoma elasticum [116, 117]. 

Coronary Artery Disease 

The coronary artery pathology in SD adult victims consists of single, double or 
triple vessel atherosclerotic disease and usually includes a thrombotic occlusion 
of a coronary segment, which accounts for sharp interruption of the regional 
myocardial blood flow [31,32]. By contrast, coronary SD in the young usually is 
due to a single sub obstructive plaque, located at the first tract of the anterior 
descending coronary artery, mostly fibrocellular, devoid of atheroma, fissuring or 
thrombosis [36]. The preservation of the tunica media, the absence of thrombosis 
and the frequent occurrence of unexpected death at rest, following event of vari­
ant angina, are all features in keeping with a transient ischemic event, most prob­
ably ascribable to coronary vasospasm. In the setting of acute thrombosis, super­
ficial erosion seems to be a peculiar mechanism precipitating plaque instability, 
unlike in the adult where it is mainly due to rupture of the thin fibrous cap [118]. 
Endothelial erosion may be the consequence of plaque inflammation and of inti­
mal smooth muscle cell proliferation. 

Several reports, using molecular hybridization assays, have shown a correla­
tion between the incidence of atherosclerosis and the presence of infective 
microorganisms, like herpesviruses and Chlamydia pneumoniae [119-121]. Both 
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organisms have been identified in atheromatous lesions in coronary arteries and 
in other organs obtained at autopsy. Increased titers of antibodies to these organ­
isms have been used as a predictor of further adverse events in patients who have 
had a myocardial infection. Atherosclerotic lesions were not reproduced experi­
mentally in animals by injection of these microorganisms, a fact that leaves their 
role questionable as etiologic agents, according to Koch postulates. However, the 
possibility that infection, combined with other factors, may be responsible for the 
genesis of atherosclerotic plaques in some patients cannot be ruled out. 

Genetic studies have shown that different genes are expressed in the disease 
and this could be an interesting factor in deciphering the complex nature of 
atherogenesis [122]. Because atherosclerosis is a multigenic disease, understand­
ing the patterns of gene expression may help to explain varying susceptibility to 
agents causing disease as well as response to therapy. Studies in transgenic mice 
have revealed that Lp(a) lipoprotein, cholesterol ester transfer protein, apolipo­
protein A (the principal apoprotein of high density lipoprotein), and other mole­
cules have little effect on atherogenesis, whereas macrophage colony- stimulating 
factor appears to be important in the regulation of the numbers of monocytes 
and macrophages and in lesion formation [123,124]. 

Some authors, using ISEL or DNA gel electrophoresis, have shown that apop­
tosis may modulate the cellularity of lesions that produce human vascular 
obstruction, particularly those with evidence of more extensive proliferative 
activity [125]. 

Arrhythmic Sudden Death Without Structural Heart Disease 
("Idiopathic" Arrhythmic Sudden Death) 

There are patients who undergo a cardiac arrest due to ventricular fibrillation 
without clinical identification of even a subtle structural abnormality [126]. 
Overall, sudden cardiac death remains unexplained in 5%-10% of cases, even 
after a thorough macroscopic and microscopic examination, including the con­
duction system and cardiac innervation [127]. In other words, no apparent organ­
ic substrate is detected by traditional investigations ("mors sine materia") and 
death is ascribable merely to an abrupt, functional disorder. Whether these cases 
are truly idiopathic or unexplained because of a clinical inability to identify 
pathologic substrates, remains to be elucidated. It may be that the structural 
abnormality resides at a molecular level. 

Long OT Syndrome 

The long QT syndrome (LQTS) is the best known congenital cause of arrhythmic 
SD in the absence of gross structural cardiac pathology [128]. It is a familial dis­
ease with high cardiac electrical instability, presenting with syncope due to ven­
tricular tachyarrhythmias or with cardiac arrest on exercise or emotional stress, 
often under the age of 15. The cause of death cannot be ascertained at necropsy 
unless there are prior EeG data. 
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Genetic analysis reveals multiple abnormalities in genes related both to potas­
sium and sodium cardiac channels. Alterations of ion pumps and current account 
for the lengthened action potential and prolonged QT interval on ECG, and the 
propensity to ventricular fibrillation. The mortality in untreated symptomatic 
cases exceeds 60% within 15 years. Clearly ECG screening of surviving relatives is 
the only way to establish the diagnosis ip. asymptomatic carriers [128]. 

On the basis of pattern of transmission, two major clinical syndromes have 
been described: the more common autosomal dominant form with a pure cardiac 
phenotype (Romano-Ward) [129] and the rarer autosomal recessive form charac­
terized by the association with congenital deafness (Jervell and Lang-Nielsen) 
[130]. 

Five loci have been associated with the Romano-Ward LQTS and they are 
located on chromosome 3 (3p21-p23), encoding for the cardiac sodium channel 
(SCNSA); chromosome 7 (7q3S-q36), encoding for the Ikr potassium channel 
protein (HERG); chromosome 11 (l1plS.S), encoding for the a-subunit of the Iks 
potassium channel protein (KvLQTl); chromosome 21 (21q22.1-q22), encoding 
an ancillary subunit for the Iks channel complex (MinK); and chromosome 4 
(4q2S-q27); but the defective protein is still unknown [131-135]. Moreover, fami­
lies linked to none of these genes have been described, thus suggesting the exis­
tence of other disease genes. Apart from a few mutations which are "hotspots", 
most of the mutations identified are missense mutations which are not confined 
to a single location but are frequently found at various positions within each gene 
in different families. It seems that this remarkable genetic heterogeneity con­
tributes to the high variability of the clinical picture. The autosomal recessive 
variant of LQTS (Jervell and Lange-Nielsen) arises in patients who inherit abnor­
mal KvLQT1 or minK alleles from both parents and expresses itself with especial­
ly long QT intervals. The abnormal allele can be the same or different ("com­
pound heterozygosity") [136-138]. As a consequence, parents of subjects with 
Jervell and Lange-Nielsen variant carry long QT syndrome mutations, although 
most are asymptomatic. 

As to the functional consequences of LQTS mutations, if mutations in 
KvLQT1, KCNEI or HERG are expressed alone or with wild-type alleles in oocytes 
or in other lines, they exhibit "loss of function", thus resulting in a reduction of 
the total current carried by the defective channel complexes. On the other hand, 
SCNSA channel mutations cause a "gain of function" with an increased sodium 
current. With respect to genotype-phenotype correlations, the different time and 
voltage dependence of the ionic currents may in some way explain the variable 
phenotype [139]. 

Brugada Syndrome 

A clinical and ECG syndrome, characterized by right bundle branch block with 
right precordial ST segment elevation and an apparently normal heart, has been 
described in cases of SD by Brugada and Brugada, unfortunately without post­
mortem reports [140]. These ECG characteristics may depend on exaggerated 
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transmural differences in action potential configuration, especially in the right 
ventricular outflow tract. Actually, Martini et al. [141] previously reported similar 
cases with apparent idiopathic ventricular fibrillation in which there was evi­
dence of concealed right ventricular pathology. By studying a family with a case 
of SD, confirmation of an organic substrate was given recently by Corrado et al. 
[142], who reported not only fibro-fatty dystrophy in the right ventricular free 
wall but also involvement of the conduction system with sclerotic interruption of 
the right bundle branch. The coexistence of both "septal" and "parietal" right con­
duction defects might account for the ECG pattern of right bundle branch block 
and persistent ST segment elevation as well as ventricular electrical instability. 

Conversely, in the absence of structural heart disease, the ECG abnormalities 
could arise from ion current dysfunction, such as Ito. L-type Ca2+ current [Ica(L)] 
and INa. Noteworthy is that at least one variant of the Brugada syndrome is caused 
by mutations in cardiac sodium channels gene SCNSA [143]. This is the same 
gene implicated in a form of long QT syndrome (LQT3), the mutation of which 
causes loss of function in the Brugada syndrome and gain of function in the 
LQT3. However, other families with Brugada syndrome have been tested showing 
no defects on the cardiac sodium channel, thus suggesting genetic heterogeneity 
analogous to that seen in other inherited heart diseases. 

Mechanical Sudden Death: Aortic Rupture 

This occurs as a consequence of spontaneous laceration of the ascending aorta 
with hemopericardium and cardiac tamponade. The basic defect consists of elas­
tic disruption in the the tunica media and cystic medial necrosis leading to aortic 
wall fragility [144]. The disease is rarely isolated in the young, being usually asso­
ciated with a genetic or congenital anomaly, like Marfan syndrome, isthmal 
coarctation or a bicuspid aortic valve [37]. 

Although many cases have an equal severity of tunica media degeneration, 
only in Marian syndrome has a genetic defect been discovered, mapping to chro­
mosome ISqlS-q21.3 [14S, 146]. The disease is familial in the majority of 
patients, whereas 30% are sporadic. The defective gene encodes fibrillin-l, which 
is the major constituent of microfibrils of the extracellular matrix. The heart in 
Marfan patients who die suddenly because of aortic dissection (usually type I-II 
with rupture within the pericardial cavity) exhibits typical cardiovascular fea­
tures consisting of mitral valve prolapse, annulo-aortic ectasia, with or without 
fusiform aneurysm of the ascending aorta, and aortic incompetence. Nonetheless, 
aortic dissection in Marfan syndrome may also be observed without dilatation of 
the aorta, so that its occurrence may be unpredictable on clinical grounds. 

Familial aortic dissection, in the absence of Marfan stigmata and hyperten­
sion, has been reported rarely and no defective gene has yet been identified [147]. 

The association between an isolated bicuspid aortic valve and dissection is 
not incidental. Indeed, the incidence of bicuspid aortic valve among those with 
aortic dissection is significantly higher than in the normal population (12% vs 
1 %) (148-1S0). The rupture involves a severely degenerated ascending aorta, with 
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or without dilatation, in the setting of a normally pliable bileaflet valve [37]. 
Although dissections have been reported amongst the offspring of individuals 
with a bicuspid aortic valve, familial SD has not been proven. Considering the fre­
quency of a bicuspid aortic valve amongst the general population, the risk of dis­
section is quite rare. Most probably, only in a subpopulation of patients with a 
bicuspid aortic valve is medial necrosis present. Echocardiographic monitoring 
of the aortic root in individuals with this anomaly may detect progressive aortic 
dilatation as a marker of underlying vessel wall degeneration and impending 
rupture, thus providing indirect evidence of aortic wall fragility [151, 152]. One 
may wonder whether a bicuspid aortic valve and medial necrosis are the pheno­
typic expressions of the same genetic disease or simply a congenital heart disease 
complex, in which the maldevelopment involves either the aortic valve or wall, 
which both derive from the neural crest [153,154]. 

This seems to be the case in isthmal coarctation (so-called adult coarctation), 
which is also associated with a bicuspid aortic valve in 50% of cases and in which 
aortic dissection frequently occurs in the natural history. An equal severity of 
medial necrosis in spontaneous aortic rupture has been reported in Marfan syn­
drome, isolated bicuspid aortic valve or isthmal coarctation, with or without a 
bicuspid valve. A relationship between the development of the aortic arch and 
neural crest has been proven by experimental embryologists [154]. 

More recently, apoptosis has been demonstrated to playa role in the progres­
sive loss of smooth muscle cells of the tunica media in patients with aortic dilata­
tion and congenital aortic valve malformation (bicuspid aortic valve), thus sug­
gesting that premature smooth muscle cell apoptosis in the medial layer could be 
a part of a genetic program underlying aortic disease in patients with aortic valve 
malformations [155]. 

Conclusions 

In conclusion, the pathologist's role should not simply be to establish whether SD 
is due to natural or unnatural causes. A careful postmortem investigation can be 
the source of vital information for the community, relatives and future genera­
tions. An accurate diagnosis of the underlying morbid entity and ultimate cause 
of death is the prerequisite to establish whether the disease is hereditary, thus 
representing the starting point for a wide-ranging investigation of the family 
members, as well as to assess the possible role of acquired etiologic factors such 
as infectious agents. 

Acknowledgements. Supported by Veneto Region, Venice, Italy 

References 

1. Watson JD, Crick FHC (1953) Molecular structure of nucleic acids: A structure for 
deoxyribose nucleic acid. Nature 17l:737-738 



26 F. Calabrese et al. 

2. Watson ID, Crick FHC (1953) Genetic implications of the structure of deoxyribonu­
cleic acid. Nature 17l:964-967 

3. Wilkins MHF, Stokes AR, Wilson HR (1953) Molecular structure of structure of 
deoxypentose nucleic acids. Nature 17l:748-750 

4. Watson ID, Tooze I, Kurtz DT (1983) Recombinant DNA: a short course. Freeman, 
New York 

5. Roberts R (1987) Integrated program for the training of cardiovascular fellows in 
molecular biology. In: Albertini A, Lenfant C, Paoletti R (eds) Biotechnology in clini­
cal medicine. Raven Press, New York, pp 99-105 

6. Haber E, Quertermous T, Matsueda GR et al (1989) Innovative approaches to plasmi­
nogen activator therapy. Science 243:51-56 

7. Saiki RK, Scharf S, Falona F et al (1985) Enzymatic amplification of p-globin genomic 
sequences and restriction site analysis for diagnosis of sickle cell anemia. Science 
239:1350-1354 

8. Erlich HA, Gelfand D, Sninsky JJ (1991) Recent advances in the polymerase chain 
reaction. Science 252:1643-1651 

9. Yourno I (1992) A method for nested PCR with single closed reaction tubes. PCR 
Methods AppI2:60-65 

10. Martin AM, Webber S, Fricker I et al (1994) Acute myocarditis. Rapid diagnosis by 
PCR in children. Circulation 90:330-339 

11. Chamberlain, IS, Gibbs RA, Ranier IE et al (1988) Deletion screening of the Duchenne 
muscular dystrophy locus via multiplex DNA amplification. Nucleic Acids Res 
16:11141-11156 

12. Tanigawa G, Jarcho JA, Kass A et al (1990) A molecular basis for familial hypertrophic 
cardiomyopathy: an alp cardiac myosin heavy chain hybrid gene. Cell 62:991-998 

13. Tautz D (1989) Hypervariability of simple sequences as a general source for poly­
morphic DNA markers. Nucleic Acids Res 17:6463-647l 

14. Kagnoff MF, Harwood JI, Bugawan TL et al (1989) Structural analysis of the HLA-DR, 
DQ and DP alleles on the celiac disease associated HLA-DR3 (DRwI7) haplotype. 
Proc Natl Acad Sci USA 86:6274-6278 

15. Scharf SI, Friedmann A, Steinman L et al (1989) Specific HLA-DQB and HLA-DRBI 
alleles confer sensitivity to pemphigus vulgaris. Proc Natl Acad Sci USA 86:6215-
6219 

16. Steller H (1995) Mechanisms and genes of cellular suicide. Science 267:1445-1449 
17. Tompson CB (1995) Apoptosis in the pathogenesis and treatment of disease. Science 

267:1456-1462 
18. Vaux DL, Strasser A (1996) The molecular biology of apoptosis. Proc Natl Acad Sci 

USA 93:2239-2244 
19. Olivetti G,Abbi R, Quaini F et al (1997) Apoptosis in the failing human heart. N Engl I 

Med 336:1131-1141 
20. Hoh G, Tamura J, Suzuki M et al (1995) DNA fragmentation of human infarcted myo­

cardial cells demonstrated by the nick end labeling method and DNA agarose gel 
electrophoresis. Am I PathoI146:1235-1331 

21. Lane IR, Neuman DA, Lafond-Walker A et al (1993) Role of ILl and tumor necrosis 
factor in coxsackie virus-induced autoimmune myocarditis. I Immunol151: 1682-1690 

22. Gavrieli Y, Sherman Y, Ben-Sasson SA (1992) Identification of programmed cell death 
in situ via specific labeling of nuclear DNA fragmentation. J Cell Bioi 119:493-501 

23. Ansari B, Coates BD, Greenstein BD, Hall PA (1993) In situ end labeling detects DNA 
strand breaks in apoptosis and other physiological and pathological states.I Pathol 
170:1-8 



Molecular Pathology of Cardiac Diseases Liable to Cause Sudden Death 27 

24. Schuler GD, Boguski MS, Stewart EA et al (1996) A gene map of the human genome. 
Science 274:540-546 

25. Caskey CT (1987) Disease diagnosis by recombinant DNA methods. Science 
236: 1223-1228 

26. Fenoglio-Preiser C, Willman CL (1987) Molecular biology and the pathologist. Arch 
Pathol Lab Med III :60 1-619 

27. Killen A, Orr HT (1990) Molecular basis of human genetic disease: clinical applica­
tions of genetic linkage analysis. In: Fenoglio-Preisier CM, Willman CL, Kaufman N 
(eds) Molecular diagnostics in pathology. Williams & Wilkins, Baltimore 

28. Molkentin J, Firulli A, Black B et al (1996) MEF2B is a potent transactivator expressed 
in early myogenic lineages. Mol Cell Bioi 16:3814-3824 

29. Morrisey EE, Ip HS, Lu MM et al (1996) GATA 6: a zinc finger transcription factor 
that is expressed in multiple cell lineages derived from lateral mesoderm. Dev Bioi 
177:309-322 

30. Fishman MC, Chien KR (1997) Fashioning the vertebrate heart: earliest embryonic 
decisions. Development 124:2099-3117 

31. Baroldi G, Falzi G, Mariani F (1979) Sudden coronary death: a postmortem study in 
208 selected cases compared to 97 "control" subjects. Am Heart J 98:20-31 

32. Davies MJ, Thomas A (1984) Thrombosis and acute coronary artery lesions in sud­
den cardiac ischemic death. N Engl J Med 310: 113 7-1140 

33. Lambert EC, Menon VA, Wagner HR et al (1974) Sudden unexpected death from car­
diovascular disease in children. Am J CardioI34:89-96 

34. Driscoll DJ, Edwards WD (1985) Sudden unexpected death in children and adole­
scents. J Am Coll Cardiol 5 [Suppl B 1: 118B-121 B 

35. Topaz 0, Edwards JE (1985) Pathologic features of sudden death in children, adole­
scents, and young adults. Chest 87:476-482 

36. Corrado D, Basso C, Poletti A, Angelini A, Valente M, Thiene G (1994) Sudden death 
in the young. Is coronary thrombosis the major precipitating factor? Circulation 
90:2315-2323 

37. Basso C, Frescura C, Corrado D et al (1995) Congenital heart disease and sudden 
death in the young. Hum PathoI26:1065-1072 

38. Corrado D, Basso C, Schiavon M, Thiene G (1998) Screening for hypertrophic car­
diomyopathy in young athletes. N Engl J Med 339:364-369 

39. Spirito P, Seidman CE, McKenna WJ, Maron BJ (1997) The management of hyper­
trophic cardiomyopathy. N Engl J Med 336:775-785 

40. Maron BJ, Roberts WC, McAllister HA, Rosing DR, Epstein SE (1980) Sudden death in 
young athletes. Circulation 62:218-229 

41. Maron BJ, Roberts WC (1979) Quantitative analysis of cardiac muscle cell disorgani­
zation in the ventricular septum of patients with hypertrophic cardiomyopathy. 
Circulation 59:689-706 

42. Maron BJ, Wolfson JK, Epstein SE, Roberts WC (1986) Intramural ("small vessel") 
coronary artery disease in hypertrophic cardiomyopathy. J Am Coll Cardiol 8:545-557 

43. Bonne G, Carrier L, Richard P, Hainque B, Schwartz K (1998) Familial hypertrophic 
cardiomyopathy. From mutations to functional defects. Circulation Res 83:580-593 

44. Jarcho JA, McKenna W, Pare JAP et al (1989) Mapping a gene for familial hyper­
trophic cardiomyopathy to chromosome 14q1. N Engl J Med 321:l372-l378 

45. Poetter K, Jiang H, Hassanzadeh S et al (1996) Mutation in either the essential or 
regulatory light chains of myosin are associated with a rare myopathy in human 
heart and skeletal muscle. Nat Genet l3:63-69 

46. Watkins H, MacRae C, Thierfelder L et al (1993) A disease locus for familial hyper­
trophic cardiomyopathy maps to chromosome 1q3. Nat Genet 3:333-337 



28 F. Calabrese et al. 

47. Kimura A, Harada H, Park JE et al (1997) Mutations in the cardiac troponin I gene 
associated with hypertrophic cardiomyopathy. Nat Genet 16:379-382 

48. Thierfelder L, Watkins H, MacRae C et al (1994) Alpha-tropomyosin and cardiac tro­
ponin T mutations cause familial hypertrophic cardiomyopathy: a disease of the sar­
comere. Cell 77:701-712 

49. Carrier L, Hengstenberg C, Beckmann JS et al (1993) Mapping of a novel gene for 
familial hypertrophic cardiomyopathy to chromosome 11. Nat Genet 4:311-313 

50. MacRae CA, Ghaisas N, Kass S et al (1995) Familial hypertrophic cardiomyopathy 
with Wolff-Parkinson-White syndrome maps to a locus on chromosome 7q3. J Clin 
Invest 96:1216-1220 

51. Watkins H, Rosenzweig A, Hwang DS et al (1992) Characteristics and prognostic 
implications of myosin missense mutations in familial hypertrophic cardiomyopathy. 
N Engl J Med 326:1108-1114 

52. Epstein ND, Cohn GM, Cyran F, Fananapazir L (1992) Differences in clinical expres­
sion of hypertrophic cardiomyopathy associated with two distinct mutations in the 
beta-myosin heavy chain gene. A 908Leu-Val mutation and a 403Arg-Gln mutation. 
Circulation 86:345-352 

53. Bonne G, Carrier L, Bercovici J et al (1995) Cardiac myosin binding protein-C gene 
splice acceptor site mutation is associated with familial hypertrophic cardiomyo­
pathy. Nat Genet 11:438-440 

54. Watkins H, Conner D, Thierfelder L et al (1995) Mutations in the cardiac myosin bin­
ding protein -C gene on chromosome 11 cause familial hypertrophic cardiomyopathy. 
Nat Genet 11:434-437 

55. Watkins H, McKenna WJ, Thierfelder L et al (1995) Mutations in the genes for cardiac 
troponin T and tropomyosin in hypertrophic cardiomyopathy. N Engl J Med 
332: 1058-1064 

56. Forissier JF, Carrier L, Farza H et al (1996) Codon 102 of the cardiac troponin T gene 
is a putative hot spot for mutations in familial hypertrophic cardiomyopathy. 
Circulation 94:3069-3073 

57. Thiene G, Nava A, Corrado D, Rossi L, Pennelli N (1988) Right ventricular cardiomyo­
pathy and sudden death in young people. N Engl J Med 318:129-133 

58. Nava A, Rossi L, Thiene G (eds) (1997) Arrhythmogenic right ventricular cardiomyo­
pathy/dysplasia. Elsevier, Amsterdam 

59. Basso C, Thiene G, Corrado D, Angelini A, Nava A, Valente M (1996) Arrhythmogenic 
right ventricular cardiomyopathy: dysplasia, dystrophy, or myocarditis? Circulation 
94:983-991 

60. McKenna WJ, Thiene G, Nava A et al (1994) Diagnosis of arrhythmogenic right ven­
tricular dysplasia/cardiomyopathy. Br Heart J 71:215-218 

61. Angelini A, Basso C, Nava A, Thiene G (1996) Endomyocardial biopsy in arrhythmo­
genic right ventricular cardiomyopathy. Am Heart J 132:203-206 

62. Richardson P, McKenna WJ, Bristow et al (1996) Report of the 1995 WHO/ISFC Task 
Force on the definition and classification of cardiomyopathies. Circulation 93:841-
842 

63. Nava A, Thiene G, Canciani B et al (1988) Familial occurrence of right ventricular 
dysplasia. A study involing nine families. J Am Coll CardioI12:1222-28 

64. Rampazzo A, Nava A, Danieli GA et al (1994) The gene for arrhythmogenic right ven­
tricular cardiomyopathy maps to chromosome 14q23-q24. Hum Molec Genet 3:959-
62 

65. Rampazzo A, Nava A, Erne P et al (1995) A new locus for arrhythmogenic right ven­
tricular cardiomyopathy (ARVD2) maps to chromosome lq42-q43. Hum Mol Genet 
11:2151-2154 



Molecular Pathology of Cardiac Diseases Liable to Cause Sudden Death 29 

66. Severini GM, Krajinovic M, Pinamonti B et al (1996) A new locus for arrhythmogenic 
right ventricular dysplasia on the long arm of chromosome 14. Genomics 31:193-20 

67. Rampazzo A, Nava A, Miorin M et al (1997) ARVD4, a new locus for arrhythmogenic 
right ventricular cardiomyopathy, maps to chromosome 2 long arm. Genomics 
45:259-263 

68. Ahmad F, Duanxiang Li, Karibe A et al (1998) Localization of a gene responsible for 
arrhythmogenic right ventricular dysplasia to chromosome)p23. Circulation 
98:2791-2795 

69. Coonar AS, Protonotarios N, Tsatsopoulou A et al (1998) Gene for arrhythmogenic 
right ventricular cardiomyopathy with diffuse nonepidermolytic palmoplantar kera­
toderma and woolly hair (Naxos disease) maps to 17q21. Circulation 97:2049-2058 

70. Nava A, Bauce B, Villanova C et al (1999) Arrhythmogenic right ventricular car­
diomyopathy: long term follow-up of 37 families. J Am ColI Cardiol (Abst 
Suppl):497 A 

71. Mallat Z, Teddgui A, Fontaliran F, Frank R, Durigon M, Fontaine G (1996) Evidence of 
apoptosis in arrhythmogenic right ventricular dysplasia. N Engl J Med 335: 1190-1196 

72. Valente M, Calabrese F, Thiene G et al (1998) In vivo evidence of apoptosis in 
arrhythmogenic right ventricular cardiomyopathy. Am J PathoI152:479-84 

73. Thiene G, Corrado D, Nava A et al (1991) Right ventricular cardiomyopathy: is there 
evidence of an inflammatory aetiology? Eur Heart J 12 [suppl Dl:22-25 

74. Valente M, Calabrese F, Angelini A, Caforio ALP, Basso C, Thiene G (1997) 
Pathobiology. In: Nava A, Rossi L, Thiene G (eds) Arrhythmogenic right ventricular 
cardiomyopathy/ dysplasia. Elsevier Science, Amsterdam 

75. Neuspiel DR, Kuller LH (1985) Sudden and unexpected natural death in childhood 
and adolescence. JAMA 254:1321-1325 

76. Phillips MP, Robinowtz M, Higgins JR et al (1986) Sudden cardiac death in Air Force 
recruits. JAMA 256:2696-2699 

77. Frustaci A, Bellocci F, Olsen EGJ (1994) Results of biventricular endomyocardial bio­
psy in survivors of cardiac arrest with apparently normal hearts. Am J Cardiol 74:890 

78. Basso C, Boffa G, Corrado D, Thiene G (1997) Myocarditis and sudden death in the 
young. Circulation 96:1-698 

79. Wesslen L, Pc1hlson C, Lindquist 0 et al (1996) An increase in sudden unexpected car­
diac deaths among young Swedish orienteers during 1979-1992. Eur Heart J 17:902-
910 

80. Akhtar N, Ni J, Stromberg D et al (1999) Tracheal aspirate as a substrate for polyme­
rase chain reaction detection of viral genome in childhood pneumonia and myocar­
ditis. Circulation 99:2011-2018 

81. Muntoni F, Cau M, Fanau A, Congiu R et al (1993) Deletion of the dystrophin muscle­
promoter region associated with X-linked dilated cardiomyopathy. N Engl J Med 
329:921-925 

82. Muntoni F, Wilson L, Marrosu G et al (1995) A mutation in the dystrophin gene selec­
tively affecting dystrophin expression in the heart. J Clin Invest 96:693-699 

83. Schultz KR, Garjarski RJ, Pignatelli R et al (1995) Genetic heterogeneity in familial 
dilated cardiomyopathy. Biochem Mol Med 56:87-93 

84. Durand JB, Bachinski LL, Bieling LC et al (1995) Localization of a gene responsible 
for familial dilated cardiomyopathy to chromosome 1q32. Circulation 92:3387-3389 

85. Siu BL (1997) A novel locus for familial dilated cardiomyopathy on chromosome 
2p31. Proceedings of the second world congress of pediatric cardiology an,.d cardiac 
surgery 

86. Krajinovic M, Pinamonti B, Sinagra G et al (1995) Linkage of familial dilated car­
diomyopathy to chromosome 9. Am J Hum Genet 57:846-52 



30 F. Calabrese et al. 

87. Bowles KR, Gajarski R, Porter P et al (1996) Gene mapping of familial autosomal 
dominant dilated cardiomyopathy to chromosome lOq21-23. J Clin Invest 98:1355-60 

88. Kass S, MacRae C, Graber HL et al (1994) A gene defect that causes conduction 
system disease and dilated cardiomyopathy maps to chromosome Ipl-lq1. Nat Genet 
7:546-551 

89. Olson TM, Keating MT (1996) Mapping a cardiomyopathy locus to chromosome 
3p22-p25. J Clin Invest 97:528-532 

90. Olson TM, Michels VV, Thibodeau SN, Tai YS, Keating MT (1998) Actin mutations in 
dilated cardiomyopathy: a heritable form of heart failure. Science 280:750-3 

91. Milasin J, Muntoni F, Severini GM et al (1996) A point mutation in the 5' splice site of 
the dystrophin gene first intron responsible for X-linked cardiomyopathy. Hum Mol 
Genet 5:73-79 

92. Ortiz Lopez R, Li H, Su J, Goytia V, Towbin JA (1997) Evidence for a dystrophin mis­
sense mutation as a cause of X-linked dilated cardiomyopathy. Circulation 95:2434-40 

93. Bione S, D'Adamo P, Maestrini E, Gedeom AK, Bolhuis PA, Toniolo D (1996) A novel 
X-linked gene, G4.5, is responsible for Barth syndrome. Nat Genet 12:385-389 

94. Giacca M, Severini GM, Mestroni L et al (1994) Low frequency of detection by nested 
polymerase chain reaction of Enterovirus ribonucleic acid in endomyocardial tissue 
of patients with idiopathic dilated cardiomyopathy. J Am Coll CardioI24:1033-1 040 

95. Andreoletti L, Hober D, Decoene C et al (1996) Detection of enteroviral RNA by poly­
merase chain reaction in endomyocardial tissue of patients with chronic cardiac 
diseases. J Med ViroI48:53-59 

96. Calabrese F, Valente M, Thiene G et al (1999) Enteroviral genome in native hearts may 
influence outcome of patients who undergo cardiac transplantation. Diagn Mol 
Pathol (in press) 

97. Brink PA, Ferreira A, Moolman JC, Weymar HW, van der Merve PL, Corfield VA 
(1995) Gene for progressive familial heart block type I maps to chromosome 19q13. 
Circulation 91:1633-40 

98. De Meeus A, Stephan E, Debrus et al (1995) An isolated cardiac conduction disease 
maps to chromosome 19q. Circ Res 77:735-740 

99. Wolff L, Parkinson J, White PD (1930) Bundle branch block with short PR interval in 
healthy young people prone to paroxysmal tachycardia. Am Heart J 5:685 

100. Anderson RH, Becker AF, Brechenmacher C, Davies MJ, Rossi L (1975) Ventricular 
preexcitation.A proposed nomenclature for its substrates. Eur J CardioI3:27-36 

101. Guize L, Soria R, Chaouat JC, Chretien JM, Houe D, le-Heuzey J (1985) Prevalence and 
course of Wolff-Parkinson-White syndrome in a population of 138,048 subjects. Ann 
Med Intern Paris 136:474-478 

102. Wellens HJJ, Durrer D (1974) Wolff-Parkinson-White syndrome and atrial fibrilla­
tion. Am J CardioI34:777 -782 

103. Schwartz LS, Goldfischer J, Sprague GJ, Schartz SP (1969) Syncope and sudden death 
in aortic stenosis. Am J CardioI23:647-658 

104. Turri M, Thiene G, Bortolotti U, Milano A, Mazzucco A, Gallucci V (1990) Surgical 
pathology of aortic valve disease. A study based on 602 specimens. Eur J Cardiotho­
rac Surg 4:556-560 

105. Angelini A, Basso C, Grassi G, Casarotto D, Thiene G (1994) Surgical pathology of 
valve disease in the elderly. Aging Clin Exp Res 6:225-237 

106. Pomerance A (1972) Pathogenesis of aortic stenosis and its relation to age. Br Heart J 
34:569-574 

107. Giusti S, Cocco P, Thiene G (1991) Valvola aortica bicuspide: una cardiopatia congeni­
ta "min ore" a rischio di catastrofiche complicanze. G Ital CardioI21:189-201 



Molecular Pathology of Cardiac Diseases Liable to Cause Sudden Death 31 

108. Gale AN, McKusick VA, Hutchins GM, Gott VL (1977) Familial congenital bicuspid 
aortic valve: secondary calcific aortic stenosis and aortic aneurysm. Chest 72:668-670 

109. Ewart A, Morris C, Ensing G et al (1993) A human vascular disease, supravalvular 
aortic stenosis maps to chromosome 7. Proc Natl Acad Sci USA 90:3226-3230 

110. Curran ME,Atkinson D, Ewart A, Morris C, Leppert M, Keating MT (1993) The elastin 
gene is disrupted by a translocation associated with supravalvular aortic stenosis. 
Cell 73:159-168 

111. Williams JCP, Barratt Boyes BG, Lowe JB (1961) Supravalvular aortic stenosis. 
Circulation 24:1311-1318 

112. Morrow AG, Waldhausen JA, Peters RL, Bloodwell RD, Braunwald E (1959) 
Supravalvular aortic stenosis. Clinical, hemodynamic and pathologic observations. 
Circulation 20: 1 003-1 0 10 

113. Thiene G, Ho SY (1986) Aortic root pathology and sudden death in youth: review of 
anatomical varieties. Appl Patho14:237-245 

114. Corrado D, Basso C, Nava A, Rossi L, Thiene G (1997) Sudden death in ~ung people 
with apparently isolated mitral valve prolapse. G Ital Cardio127:1097-1105 

115. Martini B, Basso C, Thiene G (1995) Sudden death in mitral valve prolapse with 
Holter monitoring - documented ventricular fibrillation evidence of coexisting 
arrhythmogenic right ventricular cardiomyopathy. Int J Cardio149:274-278 

116. Pyeritz RE, Wappel MA (1983) Mitral valve dysfunction in the Marfan syndrome. Am 
J Med 74:797-807 

117. Jaffe AS, Geltman EM, Rodney GE, Uitto J (1981) Mitral valve prolapse. A consistent 
manifestation of type IV Ehlers-Danlos syndrome. The pathogenetic role of the 
abnormal production of type III collagen. Circulation 64: 121-125 

118. Davies MJ (1996) Stability and instability: two faces of coronary atherosclerosis. The 
Paul Dudley Withe Lecture 1995. Circulation 94:2013-2020 

119. Libby P, Egan D, Skarlatos S (1997) Roles of infectious agents in atherosclerosis and 
restenosis: an assesment of evidence and need for future research. Circulation 
96:4095-4103 

120. Hendrix MG, Salimans MM, van Boven CP et al (1990) High prevalence of latently 
present cytomegalovirus in arterial walls of patients suffering from grade III athero­
sclerosis. Am J Pathol136:23-28 

121. Jackson LA, Campbell LA, Schmidt RA et al (1997) Specificity of detection of 
Chlamydia pneumoniae in cardiovascular atheroma: evaluation of the innocent 
bystander hypothesis. Am J Pathol150:1785-90 

122. Ramsay G (1998) DNA chips: state-of-the-art. Nat BiotechnoI16:40-44 
123. Qiao J-H, Tripathi J, Mishra NK et al (1997) Role of macrophage colony-stimulating 

factor in atherosclerosis: studies of osteopetrotic mice. Am J PatholI50:1687-99 
124. de Villiers WJS, Smith JD, Miyata M et al (1998) Macrophage phenotype in mice defi­

cient in both macrophage-colony-stimulating factor (op) and apolipoprotein E. 
Arterioscler Thromb Vase BioI 18:631-640 

125. Isner JM, Kearney M, Bortman S et al (1995) Apoptosis in human atherosclerosis and 
restenosis. Circulation 91:2703-2711 

126. Consensus statement of the Joint Steering Committees of the UCARE and of the 
Idiopathic Ventricular Fibrillation Registry of the United States (1997) Survivors of 
out-of-hospital cardiac arrest with apparently normal heart. Need for definition and 
standardized clinical evaluation. Circulation 95:265-272 

127. Corrado D, Basso C, Angelini A, Thiene G (1995) Sudden arrhythmic death in young 
people with apparently normal heart. J Am Coli Cardiol [Suppl):188A (abstract) 



32 F. Calabrese etal. 

128. Schwartz PJ, Locati EH, Napolitano C, Priori SG (1995) The long QT syndrome. In: 
Zipes DP, JaHfe J (eds) Cardiac electrophysiology: from cell to bedside, 2nd ed. 
Saunders, Philadelphia 

129. Romano C, Gemme G, Pongiglione R (1963) Aritmie cardiache rare dell'eta pediatri­
ca. Clin Pediatr 45:658-683 

130. Jervell A, Lange-Nielsen F (1957) Congenital deaf-mutism, functional heart disease 
with prolongation of the QTc interval and sudden death. Am Heart J 54:59-68 

131. Wang Q, Shen J, Splawski let al (1995) SCN5A mutations associated with an inherited 
cardiac arrhythmia, long QT syndrome. Cell 80:805-11 

132. Curran ME, Splawski I, Timothy KW, Vincent GM, Green ED, Keating MT (1995) A 
molecular basis for cardiac arrhythmia: HERG mutations cause long QT syndrome. 
Cell 80:795-803 

133. Wang Q, Curran ME, Splawski I et al (1996) Positional cloning of a novel potassium 
channel gene: KVLQTl mutations cause cardiac arrhythmias. Nat Genet 12:17-23 

134. Splawski I, Tristani-Firouzi M, Lehmann MH, Sanguinetti MC, Keating MT (1997) 
Mutations in the hminK gene cause long QT syndrome and suppress Iks function. 
Nature Genet 17:338-340 

135. Schott JJ, Peltier S, Foley Pet al (1995) Mapping of a new gene for the LQT syndrome. 
Am J Hum Genet 57:1114-1122 

136. Neyroud N, Tesson F, Denjoy let al (1997) A novel mutation in the potassium channel 
gene KVLQT causes the Jervell and Lange-Nielsen cardioauditory syndrome. Nat 
Genet 15:186-189 

137. Splawski I, Timothy KW, Vincent GM et al (1997) Molecular basis of the long QT syn­
drome associated with deafness. N Engl J Med 336:1562-1567 

138. Schulze-Bahr E, Wang Q, Wedekind H, Haverkamp W, Chen Q, Sun Y (1997) KCNEI 
mutations cause Jervell and Lange-Nielsen syndrome. Nature Genet 17:267-8 

139. Priori S, Barhanin J, Hauer RNW et al (1999) Genetic and molecular basis of cardiac 
arrhythmias. Impact on clinical management. Eur Heart J 20:174-195 

140. Brugada P, Brugada J (1992) Right bundle branch block, persistent ST segment eleva­
tion and sudden cardiac death: a distinct clinical and electrocardiographic syndro­
me. J Am Coli CardioI20:1391-1396 

141. Martini B, Nava A, Thiene G et al (1989) Ventricular fibrillation without apparent 
heart disease: description of six cases. Am Heart J 118:1203-1209 

142. Corrado D, Nava A, Buja G et al (1996) Familial cardiomyopathy underlies syndrome 
of right bundle branch block, ST segment elevation and sudden death. J Am Coli 
CardioI27:443-448 

143. Chen Q, Kirsch GE, Zhang D et al (1998) Genetic basis and molecular mechanism for 
idiopathic ventricular fibrillation. Nature 392:293-296 

144. Larson EW, Edwards WD (1984) Risk factors of aortic dissection: a necropsy study of 
161 cases. Am J CardioI53:849-855 

145. Kainulainen K, Pulkkinen K, Savolainen A et al (1990) Location on chromosome 15 of 
the gene defect causing Marfan syndrome. N Engl J Med 323:935-939 

146. Dietz HC, Outting GR, Pyeritz RE et al (1991) Marfan syndrome caused by a recur­
rent de novo missense mutation in the fibrillin gene. Nature 352:337-339 

147. Disertori M, Bertagnoli C, Thiene G et al (1992) Aneurisma dissecante dell'aorta a 
carattere familiare. G Ital CardioI21:849-853 

148. Edwards WD, Leaf DS, Edwards JE (1978) Dissecting aortic aneurysm associated with 
congenital bicuspid aortic valve. Circulation 57:1022-1025 

149. Roberts CS, Roberts WC (1991) Dissection of the aorta associated with congenital 
malformation of aortic valve. J Am Coli CardioI17:712-716 



Molecular Pathology of Cardiac Diseases Liable to Cause Sudden Death 33 

150. McKusick VA, Logue RB, Bahnson HT (1957) Association of aortic valvular disease 
and cystic medial necrosis of the ascending aorta. Report of four instances. 
Circulation 16: 188-194 

151. Pachulski RT, Weinberg AL, Chan KW (1991) Aortic aneurysm in patients with func­
tionally normal or minimally stenotic bicuspid aortic valve. Am J Cardiol 67:781 

152. Nistri S, Sorbo MD, Basso C, Scognamiglio R, Thiene G (1999) Aortic root size in 
patients with normally functioning bicuspid aortic valve. Proceedings of the World 
Symposium on Heart Valve Diseases, London UK 

153. Lindsay J (1988) Coarctation of the aorta, bicuspid aortic valve and abnormal ascen­
ding aortic wall. Am J Cardiol 61: 182-184 

154. Kappetein AP, Gittenberger-de Groot AC, Zwinderman AH, Rohmer J, Poelmann RE, 
Huysmans HA (1991) The neural crest as a possible pathogenetic factor in coarcta­
tion of the aorta and bicuspid aortic valve. J Thorac Cardiovasc Surg 102:830-836 

155. Bondermann D, Gharehbahi-Schnell E, Wollenek G, Maurer G, Baumgartner H, Lang 
1M (1999) Mechanisms underlying aortic dilatation in congenital aortic valve malfor­
mation. Circulation 99:2138-2143 


