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Abstract

The clinical applicability of molecular cardiology has been questioned at length and by many
clinical investigators. The congenital long QT syndrome (LQTS) provides an excellent
example of how tight the relationship can be between molecular biology and clinical
cardiology. The advent of molecular diagnosis has demonstrated how low the penetrance
can be in LQTS; this implies that there are many gene carriers who do not show the clinical
phenotype and may have a normal QT interval despite being at risk. There is also a gene-
specific predisposition to be at risk for cardiac arrest under different circumstances, and this
provides additional basis for a gene-specific approach to therapy.
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Introduction
When the initial excitement for molecular biology settled
down, we all faced the same question: what about clinical
applicability? There are, as a matter of fact, numerous
examples of the clinical applicability of molecular biology
but one of the most impressive is certainly represented by
the leading cause of sudden death below age 20, namely
the congenital LQTS. Indeed, LQTS probably represents
the best example so far of how molecular biology can
modify the traditional clinical approach and allow a more
sophisticated clinical management tailored toward the spe-
cific, genetically controlled, characteristics of each patient.

This brief essay will first review the current information on
the LQTS genes and will then discuss how this new
wealth of knowledge is affecting the diagnostic and thera-
peutic process.

LQTS genes
Six loci have so far been related to LQTS, and five genes
have been identified. Two of these genes, KCNE1 and
Mirp1, respectively responsible for LQT5 and LQT6, are
rare. The most common forms, respectively responsible for
LQT1, LQT2, and LQT3, depend on mutations on
KvLQT1 (encoding the IKs current), on HERG (encoding
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the IKr current), and on SCN5A (encoding the Na+

current). The data available for genotype–phenotype cor-
relation studies on adequate numbers are limited to LQT1,
LQT2, and LQT3. A new terminology has therefore now to
be used in order not to miss these differences that are
important for a molecular understanding of the underlying
defects and mechanisms, and for a more specific and
effective clinical management [1–4].

Diagnosis
The cornerstone of the diagnosis of LQTS has always, and
dutifully so, been represented by the presence of a pro-
longed QT interval on the electrocardiogram. This was
always an integral part of the diagnostic criteria proposed
in 1985 [5] and later in 1993 [6]. It is true that, in 1980
[7] and then again in 1985 [5], it had already been pro-
posed that patients affected by LQTS who had a normal
QT interval must have existed. This unorthodox hypothesis
was received with skepticism and, despite growing sup-
portive data, was eventually proven correct when our
group provided conclusive evidence for low penetrance in
LQTS [8]. Penetrance represents the percentage of gene
carriers who show the clinical phenotype of any given
genetic disease. Penetrance for LQTS had been generally
assumed to be close to 90%, thus implying that very few
gene carriers could exist without showing the main clinical
characteristic, namely QT prolongation. We studied nine
genotyped probands who were considered ‘sporadic
cases of LQTS’ (ie no other member of these nine families
was thought to be affected by LQTS), and 46 family
members considered to be ‘non-affected’. Four of nine
probands proved to have de novo mutations, thus confirm-
ing the clinical impression that they were indeed ‘sporadic’
cases of LQTS. In the remaining five families, however,
several other members were found to be gene carriers.
Penetrance in these families ranged between 14 and
33%, thus suggesting that, at least in some families, there
are two to four additional individuals who are gene carriers
for each patient identified as clinically affected.

This finding has major clinical implications. When visiting
members of a LQTS family and, for example, when dis-
cussing with the parents of a truly affected child the clini-
cal status of some of his/her siblings with a normal QT
interval, it will no longer be possible to state, based on
clinical data alone, that they are ‘certainly not affected by
LQTS’. This has per se become a most important reason
to attempt genotyping in all LQTS probands (the proband
is the first family member seeking medical attention). In the
50–60% of patients in whom genotyping will be success-
ful (by current standards), it will become easy, fast, and
cheap to screen for the culprit mutation in all the remain-
ing family members. The silent gene carriers, who certainly
have a reduced ‘repolarization reserve’ [9], should avoid
conditions that produce hypokaliemia or drugs that block
IKr. This concept creates a novel responsibility for their

physicians, who should now alert these individuals to the
large number of drugs, cardiac and non-cardiac, that block
potassium currents.

Therapy
The recent realization that the arrhythmogenic ‘triggers’
(conditions associated with the onset of cardiac events,
such as syncope or cardiac arrest or sudden death) are, to
a large extent, gene specific will lead to specific manage-
ment strategies aimed at reducing the risk of major
cardiac events. The data come from a unique cooperative
effort [10] based on almost 700 patients of known geno-
type, and all with prior cardiac events. The same study
investigated the efficacy of beta-blockers.

Three main arrhythmogenic triggers were defined at the
outset of the study: exercise, emotions, and rest/sleep
without arousal. The analysis focused on the three major
subgroups, LQT1 (n = 371), LQT2 (n = 234), and LQT3
(n = 65), and striking differences emerged.

LQT1 patients had almost all of their events (88%) during
conditions associated with increased sympathetic activity,
especially during exercise (62%). When the analysis was
limited to lethal events, exercise accounted for 68% of the
patients. There is specificity also within the different types
of physical activity. Indeed, 33% of the cardiac events suf-
fered by LQT1 patients occurred while swimming. Con-
versely, 99% of the LQTS patients suffering cardiac
events while swimming did belong to the LQT1 subgroup.
Besides the direct clinical implications, this finding
strengthens the concept that reduction or block of the IKs
current predisposes to life-threatening arrhythmias under
conditions of increased sympathetic activity [11]. On this
basis, it follows that competitive sports should not be
allowed for LQT1 patients, and that they should avoid
strenuous exercise, with special attention to swimming.

It came as no surprise when this analysis was completed
that beta-blockers were particularly effective in this large
subgroup. Indeed, 81% of the patients had no recur-
rences once therapy was initiated. The incidence of
sudden death and resuscitated cardiac arrest was 4% in
the entire LQT1 population, and it was 23% among those
who had recurrences. Beta-blockers can clearly be
expected to be an effective and sufficient therapy for most
LQT1 patients.

The pattern shown by LQT2 and LQT3 patients was quite
different from that of LQT1 patients and showed unex-
pected similarities, particularly the relatively low incidence
of major cardiac events during exercise. These figures are
strikingly low when the analysis is limited to the lethal
events: none of the LQT2 and only 4% of the LQT3
patients died during exercise. A probable explanation lies
in the common feature shared by LQT2 and LQT3
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patients of a preserved IKs current. It is worth remembering
that IKs is activated by catecholamines, and facilitates
shortening of action potential duration when cycle length
shortens, a key factor in reducing the probability of re-
entrant arrhythmias.

LQT2 patients suffered most of their events during emo-
tions or while at rest. Their predisposition to suffer these
arrhythmic events in association with auditory stimuli, such
as those produced by telephone calls or alarm clocks,
especially when they are asleep, is of interest. This audi-
tory trigger accounts for 26% of the cardiac events for
LQT2 patients. Conversely, 80% of the events triggered
by acoustic stimuli occur in LQT2 patients. It follows that
removal of telephones and alarm clocks from the bed-
rooms of LQT2 patients could be considered as the sim-
plest, but nonetheless quite effective, of the gene-specific
therapies now available for patients affected by LQTS.

Beta-blockers are effective in LQT2 patients, but not so
strikingly as in LQT1 patients. Only 59% of the LQT2
patients had no more recurrences. Only 4% of the entire
group, however, suffered cardiac arrest and none suffered
sudden death. The combined incidence of cardiac arrest
and sudden death was 11% among the patients with
recurrences.

LQT3 patients are different, not only because they repre-
sent the most uncommon subtype of the three (not includ-
ing the rare LQT4, LQT5, and LQT6), but also because the
current affected is that carrying Na+ inside cardiac cells,
and because the consequence of most mutations is a ‘gain
of function’ resulting in an excess of delayed sodium
inward current. They are different because of a uniquely
high risk of sudden death during their first episode (20%
versus 4% among LQT1 and LQT2 patients) [12] and
because of additional clinical features disclosed by our
study of the genotype–phenotype correlation. The most
striking is the propensity of the LQT3 patients to have their
cardiac events while at rest or asleep without arousal. The
incidence of these events is 38% when syncope is
included, and reaches 62% when only lethal events are
considered. The underlying pathophysiologic mechanism is
represented by an excessive QT prolongation when cycle
length is prolonged; the best evidence of this phenomenon
is represented by the changes occurring during night-time
[13], when LQT3 patients have QTc prolongation that is
markedly prolonged compared with those observed among
LQT1 (almost absent) and LQT2 patients. Conversely, they
tend to shorten the QT interval during exercise much more
than the other two subgroups.

The outcome with beta-blockers within this group is also
not completely surprising, given the observations already
discussed. Clearly, LQT3 patients do not manage well
when their heart rate slows down. As this is a primary con-

sequence of treatment with beta-blockers, their question-
able efficacy could have been anticipated. Indeed, 56% of
the treated patients become asymptomatic and the inci-
dence of cardiac arrest and sudden death among treated
patients is very high (11% in the entire group and 25%
among those with recurrences). Indeed, left cardiac sympa-
thetic denervation as a means to prevent a major release of
norepinephrine at the ventricular level is recommended for
these patients. The implant of an implantable cardioverter-
defibrillator is also a very reasonable therapeutic option.

Because of the evidence that most mutations on SCN5A
lead to an excess of sodium inward current, the LQT3
patients represent the first group for which a gene-specific
(or, more precisely, a mutation-specific) therapy can be
implemented. Our group provided initial evidence in 1995
[14] that the sodium channel blocker mexiletine was able
to shorten the QT interval to a larger extent than in the
other subgroups. These data have been expanded and
confirm our initial impressions [15]. This finding may not
apply to all sodium channel blockers. Flecainide, for
example, has recently been suggested as a long-term
therapy for LQT3 patients. We have, however, recently
observed that when flecainide is administered intra-
venously to LQT3 patients, it not only shortened the QT
interval but also produced ST segment elevation in six of
13 patients in leads V1–V3, that are typical of the
Brugada syndrome [16]. This of course raises concerns
for its chronic use. Finally, it is important to remember that
there is no evidence whatsoever to indicate that the QT
shortening, albeit reassuring and encouraging, translates
into a clinical benefit for the patients.

Conclusion
Taken together, it seems unavoidable to admit and recog-
nize that molecular biology does indeed have clinical
applicability, and that the long QT syndrome represents a
prime example of this concept.

References
1. Roden DM, Lazzara R, Rosen MR, Schwartz PJ, Towbin JA, Vincent

GM, for the SADS Foundation Task Force on LQTS: Multiple mecha-
nisms in the long-QT syndrome. Current knowledge, gaps, and
future directions. Circulation 1996, 94:1996–2012.

2. Priori SG, Barhanin J, Hauer RNW, Haverkamp W, Jongsma HJ,
Kleber AG, McKenna WJ, Roden DM, Rudy Y, Schwartz K, Schwartz
PJ, Towbin JA, Wilde AM: Genetic and molecular basis of cardiac
arrhythmias: impact on clinical management. Parts I and II. Circu-
lation 1999, 99:518–528; Eur Heart J 1999, 20:174–195.

3. Priori SG, Barhanin J, Hauer RNW, Haverkamp W, Jongsma HJ,
Kleber AG, McKenna WJ, Roden DM, Rudy Y, Schwartz K, Schwartz
PJ, Towbin JA, Wilde AM: Genetic and molecular basis of cardiac
arrhythmias: impact on clinical management. Part III. Circulation
1999, 99:674–681; Eur Heart J 1999, 20:174–195.

4. Splawski I, Shen J, Timothy KW, Priori S, Robinson JL, Moss AJ,
Schwartz PJ, Towbin JA, Vincent GM, Keating MT: Spectrum of
mutations in long-QT syndrome genes. Circulation 2000, 102:
1178–1185.

5. Schwartz PJ: Idiopathic long QT syndrome: progress and ques-
tions. Am Heart J 1985, 109:399–411.

6. Schwartz PJ, Moss AJ, Vincent GM, Crampton RS: Diagnostic criteria
for the long QT syndrome: an update. Circulation 1993, 88:782–784.



http://cvm.controlled-trials.com/content/1/2/088

com
m

entary
review

reports
prim

ary research

7. Schwartz PJ: The long QT syndrome. In Sudden Death. Edited by
Kulbertus HE, Wellens HJJ. The Hague: M Nijhoff; 1980:358–378.

8. Priori SG, Napolitano C, Schwartz PJ: Low penetrance in the long
QT syndrome. Clinical impact. Circulation 1999, 99:529–533.

9. Roden DM: Taking the ‘idio’ out of ‘idiosyncratic’: predicting tor-
sades de pointes. PACE 1998, 21:1029–1034.

10. Schwartz PJ, Priori SG, Spazzolini C, Moss AJ, Vincent GM, Napoli-
tano C, Denjoy I, Guicheney P, Breithardt G, Keating MT, Towbin JA,
Beggs AH, Brink P, Wilde AAM, Toivonen L, Zareba W, Robinson JL,
Timothy KW, Corfield V, Wattanasirichaigoon D, Corbett C,
Haverkamp W, Schulze-Bahr E, Lehmann MH, Schwartz K, Coumel P,
Bloise R: Genotype–phenotype correlation in the long QT syn-
drome. Gene-specific triggers for life-threatening arrhythmias.
Circulation 2000, in press.

11. Shimizu W, Antzelevitch C: Differential effects of beta-adrenergic
agonists and antagonists in LQT1, LQT2 and LQT3 models of the
long QT syndrome. J Am Coll Cardiol 2000, 35:778–786.

12. Zareba W, Moss AJ, Schwartz PJ, Vincent GM, Robinson JL, Priori
SG, Benhorin J, Locati EH, Towbin JA, Keating MT, Lehmann MH, Hall
WJ, for the International Long-QT Syndrome Registry Research
Group: Influence of the genotype on the clinical course of the long
QT syndrome. N Engl J Med 1998, 339:960–965.

13. Stramba-Badiale M, Priori SG, Napolitano C, Locati EH, Viñolas X,
Haverkamp W, Schulze-Bahr E, Goulene K, Schwartz PJ: Gene-spe-
cific differences in the circadian variation of ventricular repolariza-
tion in the long QT syndrome: a key to sudden death during
sleep? Ital Heart J 2000, 1:323–328.

14. Schwartz PJ, Priori SG, Locati EH, Napolitano C, Cantù F, Towbin AJ,
Keating MT, Hammoude H, Brown AM, Chen LK, Colatsky TJ: Long
QT syndrome patients with mutations on the SCN5A and HERG
genes have differential responses to Na+ channel blockade and to
increases in heart rate. Implications for gene-specific therapy. Cir-
culation 1995, 92:3381–3386.

15. Schwartz PJ, Priori SG, Napolitano C: The long QT syndrome. In
Cardiac Electrophysiology. From Cell To Bedside 3rd edition. Edited
by Zipes DP, Jalife J. Philadelphia: WB Saunders Co., 2000:597–615.

16. Priori SG, Napolitano C, Schwartz PJ, Bloise R, Crotti L, Ronchetti E:
The elusive link between LQT3 and Brugada syndrome. The role
of flecainide challenge. Circulation 2000, 102:945–947.

Author’s affiliation: Department of Cardiology, University of Pavia and
Policlinico S. Matteo IRCCS, Pavia, Italy

Correspondence: Peter J Schwartz, MD, Professor and Chairman,
Department of Cardiology, Policlinico S. Matteo IRCCS, Viale Golgi
19, 27100 Pavia, Italy. Tel: +39 0382 503567; fax: +39 0382 503002;
e-mail: PJQT@compuserve.com


