The Turkish Journal of Pediatncs 1998; 40: 613-618 Case

VARIABLE CLINICAL EXPRESSION OF HOLT-ORAM
SYNDROME IN THREE GENERATIONS®

Géndl Ogur MD**, Davut Gul MD**, Mustafa Koray Lenk MD***
Necat Imirzalioglu MD**, Faruk Alpay MD****, Erkin Ogur MD*****

SUMMARY: Ogur G, Gil D, Lenk MK, imirzalicglu N, Alpay F, Ogur E. (Departments
ot Medical Genetics, Pediatrics and Radiology, Giilhane Military Medical Academy,
Ankara, Turkey). Variable clinical expression ot Holt-Oram syndrome in three
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Holt-Oram syndrome is a distinct autosomal dominant entity presenting with upper
limb defects and cardiac abnormatity. No correlation between the severity of the heart
and the limb-defects has been established. Here we report variable clinical expression
of Holt-Oram syndrome In three generations. The grandfather presented with typical
upper limb defects: phocomelia of arms with three digits on each hand, congenital
heart defect and narrow shoulders. His son manifested cardlac conduction disturbance
with no congenital heart or skeletal defect. The granddaughter showed ventricular
septal defect and moderate radial devlatlons of both hands with no obvious hypoplasla
of the extremities. Clinlcal data of the presented family suggests lack of panetrance
with respect to skeletal and structural cardiac abnormalities In the Holt-Oram
syndrome. Key words: Holt-Oram, syndrome variable expression, congenital heart defeclts,

skeletal malformations, | S

The Holt-Oram syndrome (HOS) is an autosomal dominant disorder characterized
by upper limb abnormalities and congenital heart defects. The most frequent
upper limb abnormality involves the thumbs, whereas secundum atrial septal
defect is the most common cardiac malformation. A wide variability of clinical
expression of the syndrome has been reported' % it is accepted that the
penetrance of the gene is complete. Known gene carriers have been described
without one or the other of cardiovascular or skeletal changes, but not without
both. Here we report a family in which the disorder is being transmitted through
an obligate carrier, the grandfather to his son and then to the granddaughter.
They all presented with variable clinical expressions of HOS.
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