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ARTICLE INFORMATION ABSTRACT
Marfan syndrome is an autosomal dominant connective tissue disorder, caused by a
Received: June 9, 2014 defect in the fibrillin-1 gene, which plays an important role in the formation of elastic

Accepted: July 3, 2014 tissues. It is diagnosed on clinical grounds, some of which depend on growth. Our

purpose is to describe an atypical case of Marfan syndrome in a 44 year-old-male

Competing interests patient, with no history of health problems, who arrives at the Emergency Depart-
The authors declare no competing ment with shortness of breath, abdominal pain and great pedal edema. On physical
interests examination, heart murmur, elevated jugular venous pressure and congestive hepato-

megaly were found. Chest radiograph, transthoracic echocardiogram, and ophthal-
mologic examination were performed, after which Marfan syndrome was diagnosed,
according to the clinical picture and the revised Ghent criteria.
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Sindrome de Marfan en edad adulta: a propdsito de un caso

RESUMEN

El sindrome de Marfan es una enfermedad del tejido conectivo, autosémica dominan-

te, causada por defecto en el gen fibrilina-1, el cual desempefia un papel importante

en la formacion de los tejidos eldsticos del cuerpo. Se diagnostica segun datos clini-
On-Line Versions: cos, algunos de los cuales dependen del crecimiento. Nuestro objetivo es describir un
Spanish - English caso atipico de sindrome de Marfan en un hombre de 44 afios de edad, con antece-
dentes de salud, que acude al Servicio de Urgencias con disnea, dolores abdominales
y edema intenso en miembros inferiores. En el examen fisico se encontré soplo
cardiaco, ingurgitacién yugular y hepatomegalia congestiva. Se le realizé radiografia
de tdrax, ecocardiograma transtoracico y examen oftalmoldgico, y se llegé a la
conclusién de estar en presencia de sindrome de Marfan, diagndstico realizado en
dependencia del cuadro clinico y de los criterios revisados de Ghent.
Palabras clave: Sindrome de Marfan, Insuficiencia adrtica, Alteraciones esqueléticas,
Aneurisma aortico, Subluxacion del cristalino
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sue disorder. This autosomal dominant disease has an
incidence of 2-3 per 10,000 individuals, without predi-
lection of gender, race or ethnic group®. It has been
demonstrated that the cause of this disease is a
change in the FBN1 gene, which encodes the fibrillin-1
protein, a component of a microfibrils network serving
as a frame to elastin deposition and assembly of
elastic fibers. In this gene, over 500 mutations have
been described and almost all are unique for an
individual or family affected, giving rise to a hereditary
defect in the fibrillin-1 and causing a formation of
abnormal elastic fibers, with the consequent dysfunc-
tion of the tissues that present it*™®. Furthermore, it
has been postulated that normal fibrillin would inhibit
growth of the long bones and elastic fibers through its
tension would control the growth of these; therefore,
since there is an alteration in these structures an
exaggerated bone growth would occur, typical of the
disease.

Its complications affect the eyes, lungs and muscu-
loskeletal system; but the high mortality of untreated
cases results almost exclusively from cardiovascular

Figure 1. Skeletal characteristics of the patient. A. Above-average height,
elongated arms, decreased adipose tissue. B and C. Arachnodactyly, wrist/thumb
positive sign, joint laxity.

complications, including aortic dissection and its rup-
ture®®,

Advances in the understanding of the causes of
Marfan syndrome, its early diagnosis and the sub-
sequent medical or surgical therapy has led to the
marked improvement in the prognosis of the affected
population, compared to previous decades. Early iden-
tification of asymptomatic patients is essential to
reduce the frequency of fatal aortic accidents. This
paper aims to present the case of an adult patient with
no history of health problems that started with a cli-
nical picture of global heart failure and, at admission, a
Marfan syndrome was diagnosed. Its importance is
given by the lateness of diagnosis, which was only
achieved in collaboration with the Cuban Brigade.

CASE REPORT

44 year-old-male patient, with no history of health
problems, who arrives at the Emergency Department
of Hospital do Prenda with shortness of breath, which
began two weeks ago, first on ex-
ertion, and then it forced him to
rise at night when he was sleep-
ing, relieved by sitting, with ap-
proximately one hour duration. He
also complained of abdominal pain
in the right upper quadrant and in-
creased volume of lower limbs up
to half of both thighs.

Positive data on physical examin-
ation

- Height: 2.10 meters, long arms
and fingers. Arachnodactyly.
Positive wrist/thumb sign. Joint
laxity, flat feet, and decreased
adipose tissue (Figure 1).

- Pectus carinatum, with de-
creased thorax expansion, su-
perficial polypnea, respiratory
rate of 34 beats per minute
and crackling rales in both lung
bases, more pronounced on
the left hemithorax.

- lrregular and bounding pulse.
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Apex beat was visible, palpable and displaced out-
side the midclavicular line. First noise decreased in
the apex, sisto-diastolic murmur in the left sternal
border with prevalence of the diastolic component
(grade IV/VI) with neck irradiation. Elevated jugular
venous pressure. Blood pressure: 100/70 mmHg.

- Soft and palpable abdomen, painful on palpation in
the right upper quadrant, with hepatomegaly of 4
cm below the costal margin. Presence of hepato-
jugular reflux.

- Soft, cold and painless edema in the lower extre-
mities to the middle of both thighs, with presence
of pitting edema.

It was decided to admit the patient with the diag-
nosis of overall heart failure, and drug treatment was
started, with which the clinical picture improved. Gi-
ven the phenotypic characteristics of this patient and
auscultatory findings suggestive of aortic valve dis-
ease, it was decided to perform other complementary
tests:

1. Echocardiography (Figure 2): Dilated ascending
aorta, with pearly appearance, 77 mm diameter,
non-dilated aortic annulus and normal aortic arch
(34 mm) were observed. Severe aortic regurgita-
tion which fully occupied the outflow tract of the
left ventricle with 80 ml regurgitant volume and ef-
fective regurgitant orifice area of 0.95 cm?. Dilated
left ventricle with mild global hypokinesia and de-
creased systolic function (ejection fraction 40%).

Mild tricuspid and mitral insufficiencies.

2. Eye exam: Slit lamp: clear cornea is observed in
both eyes, anterior chamber with increased depth,
lens subluxation and iridodonesis.

Given these findings it was concluded that the pa-
tient presented Marfan syndrome. He was told about
the possibility of surgical treatment of aortic valve
disease and he agreed. During hospital stay the patient
had a cardiac arrest and died.

COMMENT

Marfan syndrome is caused by the alteration in the
microfibrils, usually caused by mutation of FBN1 gene
encoding fibrillin-1, and is located on chromosome
15q21; all of which was first described by Dietz et al.!
in 1991. Fibrillin-1, an extracellular glycoprotein essen-
tial for fibrogenesis is the major component of the
microfibrils of 10-12 nm, which forms, together with
elastin, the elastic fibers found in tissues. FBN1 muta-
tions increase susceptibility of fibrillin-1 for in vitro
proteolysis, with the fragmentation of microfibrils as a
result*2,

Diagnosis is mainly based on clinical findings. There
are three forms of presentation closely related to age,
and to well-defined clinical conditions and prognosis:
neonatal, child and classic. The latter is the most com-
mon and recognized, and occurs in children, adoles-

Figure 2. Transthoracic echocardiography. A. Short axis at the level of large vessels. Dilation is observed in aortic root with
poorly closing of its sigmoids. B. Parasternal long axis.
AD: right atrium, AE: left atrium, AO: aorta, VD: right ventricle, VE: left ventricle.
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cents and adults. In accordance with the new diagnos-

tic criteria for Marfan syndrome published in 2011,

arising from the review of the classical Ghent criteria,

the patient phenotype characterizes the diagnosis of
this syndrome from other diseases with similar pheno-
types>.

Skeletal disorders are the most common and ear-
liest to detect, and therefore are the ones to first
establish the suspicion of the disease. They are pro-
gressive with age and are completed in adolescence.
The most frequent are: extreme height, pectus excava-
tum or carinatum, arachnodactyly, scoliosis, joint hy-
permobility and high arched palate®**™'. Cardiovas-
cular injuries determine the prognosis of Marfan
syndrome, since they cause the highest mortality,
between 70-95% of cases, aortic dilatation has been
the most specific and frequent problem. Its incidence
depends on the age, 40-80% in children and 80-100%
in adults®.

Ocular involvement is common (70%) and progres-
sive. The more specific lesion for diagnosis is lens
subluxation; however, you must also identify refrac-
tion errors to preserve the maximum visual function™.

When considering the diagnostic criteria described
above, this patient presented:

1. Family and genetic history: Physical examination on
first-degree relatives was performed without find-
ing evidence of the disease.

2. Skeletal System:

e Pectus carinatum: 2 points.

e Flat foot: 1 point.

e Wrist/thumb sign: 3 points.

3. Cardiovascular system: dilated ascending aorta
with severe aortic regurgitation (presence of major
criterion).

4. Ocular system: lens subluxation (presence of major
criterion.

By clinically excluding Ehlers-Danlos and Loeys-
Dietz syndromes, and considering that there was no
family history of the disease, the presence of dilated
aortic root and lens subluxation allows the diagnosis of
Marfan syndrome.

In the literature revise all clinical types of this
syndrome are mentioned, but diagnosis of the disease
is usually performed during childhood and adoles-
cence. The interesting thing in this case is its late diag-
nosis in a patient who had several admissions for heart
failure and did not have a complete and accurate

d 2-4,6

assessment. At present genetic counseling is provided
to other family members.
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