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Case Report

We report a case of a patient who had Rubinstein-Taybi Syndrome
(RTS), with multiple associated complications, including pulmonary
hypertension. The symptoms and sequelae of pulmonary hyperten-
sion were abated through the use of Sildenafil Citrate.

This patient was born at 39 weeks gestation to a 28 year old Gravida
3, Para 2 female whose pregnancy was complicated by preterm labor
and polyhydramnios. The infant was initially admitted to the Neonatal
Intensive Care Unit (NICU) where he was treated until 30 days of life.
While in the NICU, he was diagnosed with Rubinstein-Taybi Syndrome,
respiratory distress syndrome, patent ductus arteriosus, anemia,
grade Il intraventricular hemorrhage, hypotonia, gastroesophageal
reflux, undescended testis, possible hypothyroidism, right coloboma,
and dysphagia.

His physical examination was remarkable for low anterior hairline,
depressed bridge of nose, marked hirsutism, bilateral wide thumbs,
bilateral dysplastic nails of his hands and feet, and significant gener-
alized hypotonia. He later exhibited speech, gross motor, fine motor,
and cognitive delays.

Throughout his life, the patient was evaluated and treated on multiple
occasions for both routine childhood illnesses and complications of
RTS. The primary complication of RTS at the end of his life was cardiac
failure secondary idiopathic pulmonary hypertension. Six months prior
to his demise, while admitted to the Pediatric Intensive Care Unit and
treated for heart failure, his clinical condition improved significantly
secondary to the use of Sildenafil Citrate.

For the next 6 months his symptoms remained well controlled and this
was directly attributed to the use of Sildenafil Citrate.

Eventually he developed respiratory compromise secondary to com-
plications of viral bronchiolitis; this led to worsening cardiac failure
and death at the age of 3 years.

Discussion

Rubinstein-Taybi Syndrome, also known as Broad Thumb-Hallux syn-
drome, is an autosomal dominant disorder with a prevalence of 1 in
every 100,000-125,000 live births.1 Michail et al. first described the
disease in 1957.! Although there are no exact criteria for diagnosing
RTS, the disease is often characterized by mental retardation, poor
post-natal growth, microcephaly, broad thumbs and toes, and facial
abnormalities.

Some cases of RTS are due to microdeletions in chromosome 16 p13.3
or mutations in the cyclic adenosine monophosphate-response ele-
ment-binding protein (CREBBP), which is located at 16 p13.3. 55% of
RTS patients have a mutation at the CREBBP or E1A binding protein
p300 (Ep300) gene.5! 45% of RTS patients are diagnosed on clinical fea-
tures alone.

CREBBP is a protein that is important in the regulation of cell division
and growth and is crucial in normal fetal development. A mutation in
this protein results in a disruption of normal development before and
after birth.

About one third of patients with RTS are affected with congenital
cardiac abnormalities including atrial septal defect, ventricular septal
defect, patent ductus arteriosus, coarctation of the aorta, pulmonary
artery stenosis, bicuspid aortic valve, aortic stenosis, dextrocardia,
vascular rings, and dysrhythmia.l*) Pulmonary arterial hypertension is
characterized by vascular proliferation and remodeling of the small
pulmonary arteries. Continual increases in the vascular resistance
leads to right ventricular heart failure and eventual death.”! Pulmo-
nary hypertension has been associated with obstructive sleep apnea
and patent ductus arteriosus in patients with RTS.

Our patient was also diagnosed with idiopathic pulmonary hyper-
tension, congenital patent ductus arteriousus (PDA), reactive airway
disease, and recurrent respiratory distress syndrome. Complications
of pulmonary hypertension ultimately led to heart failure and the pa-
tient’s subsequent demise. Shortly after the diagnosis of idiopathic
pulmonary hypertension was made, this child was treated with a va-
riety of commonly used medications, none of which were effective in
controlling heart failure. Sildenafil Citrate (Sildenafil Citrate) therapy
was initiated and his symptoms temporarily abated. Six months later,
he developed worsening heart failure which led to his demise.

The life expectancy of a patient with Rubinstein-Taybi Syndrome is
usually into early childhood due to the many defects that arise as a
result of the disease. Our patient developed severe idiopathic pulmo-
nary hypertension, the symptoms of which were controlled with the
use of Sildenafil Citrate. Even though this patient’s pulmonary hyper-
tension was the ultimate cause of death, Sildenafil Citrate provided
symptomatic relief resulting in an improved quality of life for an addi-
tional 6 months
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