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CASE REPORTThis male infant was born to a 30-year-old G1/P1 by 

vacuum extraction at 39 6/7 weeks of gestation fol-

lowing an uncomplicated pregnancy. Postnatal adap-

tation was normal. His birth weight was 3400 g (P50) 

and his length was 51 cm (P25). 

On physical examination, two symmetrical lip pits 

with a diameter of 3 mm were observed on the lower 

lip (Fig. 1). Each lip pit contained a raised area with a 

nipple-like appearance in its center (Fig 2). No other 

anomalies of the facial or oral regions, including cleft 

lip or cleft palate, were seen. The pits did not inter-

fere with breastfeeding. 

Cranial and abdominal ultrasounds did not  reveal any 

additional anomalies. An echocardiography was not 

performed because neither clinical examination nor 

pre- and postductal oxygen saturations (>97%) were 

abnormal.

The findings were felt to be consistent with a diagnosis  

of Van der Woude syndrome.
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Fig. 1

Symmetrical pits on lower lip.
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Fig. 2

Lip pits with raised center giving a nipple-like 

appearance.



6

Van der Woude syndrome (VDWS), which is a rare au-

tosomal dominant developmental disorder characteri-

zed by distinctive lip pits, is frequently associated with 

a cleft lip or cleft palate and infrequently with other 

facial anomalies. VDWS has a variable expressivity and 

a high penetrance ranging from 89% to 99%.

A first description of an association of lip pits and a 

cleft palate was published by Demarquay in 1845 (1). In 

1954, van der Woude (2) described five pedigrees with 

the association of lip pits and a cleft palate and con-

cluded that the syndrome is linked to a single gene. 

Kondo et al. linked the syndrome to mutations in the 

interferon-regulator-factor-6 (IRF6)-gene which is loca-

ted on the chromosome band 1q32-q41 (3). A second 

VDWS locus has been mapped to 1p34. Several muta-

tions have been identified, but the exact mechanism of 

the mutation on craniofacial development is uncertain. 

De novo mutations occur in 30-50% of the cases. 

VDWS has a prevalence of 1:35‘000 to 1:200‘000 

without race or sex predilection and accounts for 2% 

of all cleft lip and cleft palate cases (4). In addition to 

the distinctive pits of the lower lips and clefts, hypo-

dontia, syngnathia, a narrow high-arched palate or an-

kyloglossia may also be present. Extraoral manifesta-

tions include popliteal webs, congenital heart defects 

and Hirschsprung‘s disease. The clinical presentation 

of VDWS varies widely even within affected families.

DISCUSSION



7

The pits on the lower lip are the most characteristic 

feature of VDWS and are seen in 88% of cases and 

are the only manifestation in 64% of affected indivi-

duals (5). They are usually of circular appearance and 

located symmetrically and bilaterally on the vermillion 

portion of the lower lip. Single lesions, slits or sulci 

have also been described. The sinuses penetrate the 

orbicularis oris muscle down to a depth of 1 to 25 mm 

and communicate with the underlying minor salivary 

glands. Lower lip pits can be asymptomatic or present 

with intermittent or continuous discharge. 

The therapy of VDWS includes surgical repair of the 

cleft lip or cleft palate if present. Excision of sinuses 

and fistula is performed within the first weeks of life 

if suction or feeding problems occur. In less affected 

individuals, lip pits can be surgically removed for dis-

comfort or cosmetic reasons at a later age.
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