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Van der Woude syndrome (VWS) is characterized by pits and/or 
sinuses in the lips, a cleft lip and/or cleft palate or both. It is an 
autosomal ‑dominant disorder with a variable expressivity and a 
high degree of penetration. Because of it, the clinical presenta‑
tion differs widely in the affected families.1 VWS accounts for 2% 
of all cleft lip and cleft palate cases, and in 64% of the cases iso‑
lated lower lip pits can be the only manifestation.1 Hypodontia 
is also a common finding and rarely extraoral manifestations like 
congenital heart defects or hand syndactyly can be seen.2

Congenital lip pits are rare developmental defects, in VWS it 
usually occurs in the vermillion border of the lower lip. They 
are mostly asymptomatic, although salivary drainage or infec‑
tion may occur when fistulas into accessory salivary glands are 
present.2 The morphology, location and severity of the pits var‑
ies according to the gene expression.

Most cases of VWS have been associated with mutations in the 
IRF6 (interferon regulatory factor 6) gene, located on chromo‑
some 1q32 ‑q41. 

We report the case of a full ‑term female newborn (37+6 weeks 
‘gestational age; 2625 g of birth weight), delivered by vaginal 
birth, after an uneventful pregnancy, presented at birth with an 
isolated midline inferior lip pit (Fig. 1). A “V” shaped invaginated 

deformity of the lower lip, with soft consistency and apparent‑
ly asymptomatic was noticed. Examination revealed no other 
congenital abnormalities. Family history of cleft lip and/or cleft 
palate was present in the mother, grandmother, and great‑
‑grandfather of the newborn. Breastfeeding occurred without 
difficulties. She was referred for a surgery consultation and 
genetic counseling, under suspicion of VWS. Screening of the 
IRF6 gene was performed to the newborn and her mother and 
revealed a rare heterozygous mutation of this gene.

Figure 1. Isolated lower lip pits
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The IRF6 ‑related disorders range from isolated cleft clip and 
palate, VWS or a more severe phenotype named popliteal 
pterygium syndrome (PPS), that combines VWS signs with 
syndactyly, nails and genital anomalies, popliteal webs, syng‑
nathia, ankyloblepharon and others.3 The missense mutation 
detected in our patient, in the IRF6 gene – c.65T>C p. (Le‑
u22Pro), has been only described in literature in one family 
with individuals clinically diagnosed with VWS and PPS.4 Due 
to this lack of information, this pathogenic variant was initially 
considered of unknown clinical significance. However, the pos‑
terior genetic screening performed to her mother revealed the 
same mutation. This familial transmission reinforces its path‑
ogenicity and, furthermore, a functional study suggests that 
this variant might have a negative impact on protein function.5

The presence of isolated lip pits, without other congenital 
abnormalities (including in the relatives with cleft lip/palate), 
makes VWS the most likely diagnosis in this family. 

In this newborn, the rarity and the size of the deformity along 
with the family history of cleft lip/palate were helpful for the 
diagnostic suspicion. Identification of these syndromes is im‑
portant for genetic counseling, due to the 50% risk of recur‑
rence in the offspring. 

Lip pits may need supportive/symptomatic treatment. Al‑
though commonly asymptomatic, for aesthetic reasons, inter‑
mittent drainage/infection or speech problems, surgical exci‑
sion is usually performed. Feeding and speech therapy, and 
orthodontia treatments may also be required.3

Responsabilidades Éticas
Conflitos de Interesse: Os autores declaram a inexistência de 
conflitos de interesse na realização do presente trabalho.

Fontes de Financiamento: Não existiram fontes externas de 
financiamento para a realização deste artigo.

Confidencialidade dos Dados: Os autores declaram ter 
seguido os protocolos da sua instituição acerca da publicação 
dos dados de doentes. 

Consentimento: Consentimento do responsável legal do 
doente (mãe) para publicação obtido.

Proveniência e Revisão por Pares: Não comissionado; re‑
visão externa por pares.

Ethical Disclosures 
Conflicts of Interest: The authors have no conflicts of interest 
to declare.

Financing Support: This work has not received any contribu‑
tion, grant or scholarship.

Confidentiality of Data: The authors declare that they have 
followed the protocols of their work center on the publication 
of data from patients.

Patient Consent: Consent for publication was obtained from 
the legal guardian (mother) of the child.

Provenance and Peer Review: Not commissioned; external‑
ly peer reviewed.

Declaração de Contribuição
LC: Conceito, redação do artigo, revisão do conteúdo e 
aprovação da versão final

AR, VC e LG: Revisão do conteúdo e aprovação da versão final

Contributorship Statement
LC: Concept, writing, content review and approval of the final 
version

AR, VC and LG: Review of the content and approval of the final 
version

References
1. Gerull R, Nelle M. Lip Pits in a Newborn. NeoReviews. 2010;9:e535 ‑e7. doi: 

10.1542/neo.11 ‑9 ‑e535

2. Samargandi OA, Fakiha M. Isolated lower lip pits. Natl J Maxillofac Surg. 
2014;5:247 ‑8. doi: 10.4103/0975 ‑5950.154854

3. Schutte BC, Saal HM, Goudy S, Leslie EJ. IRF6 ‑Related Disorders. In: Adam 
MP, Everman DB, Mirzaa GM, et al, editors. GeneReviews® [Internet]. Seat‑
tle; 2003 [cited 2022 Nov 20]. Available from: https://www.ncbi.nlm.nih.
gov/books/NBK1407/

4.  Ghassibé M, Revencu N, Bayet B, Gillerot Y, Vanwijck R, Verellen ‑Dumoulin 
C, et al. Six families with van der Woude and/or popliteal pterygium syn‑
drome: all with a mutation in the IRF6 gene. J Med Genet. 2004;41:e15. doi: 
10.1136/jmg.2003.009274

5. Little HJ, Rorick NK, Su LI, Baldock C, Malhotra S, Jowitt T, et al. Missense 
mutations that cause Van der Woude syndrome and popliteal pterygium 
syndrome affect the DNA ‑binding and transcriptional activation functions 
of IRF6. Hum Mol Genet. 2009;18:535 ‑45. doi: 10.1093/hmg/ddn381. Erra‑
tum in: Hum Mol Genet. 2009; 15;18:1544. 


	Arthroplasty in Orthopedics and            its Relation with Ortho‑Biological
	Artroplastias em Ortopedia e sua Relação          com Orto‑Biológicos
	Paulo Amado￼1
	To Be or Not to Be: The Role of Humanities in Medical Education 
	Ser ou Não Ser: O Papel das Humanidades            na Educação Médica
	Lobo Antunes, Margarida￼1
	Lipoprotein (a): A Forgotten Cardiovascular Risk Factor
	Lipoproteína (a): Um Factor de Risco Cardiovascular Esquecido
	Francisco Araujo￼1
	Literacia em Saúde: Um Investimento Seguro nas Políticas Públicas
	Health Literacy: A Safe Investment in Public Policies
	Cervical Lymphadenitis as a 
	Manifestation of Group B Streptococcus Infection in a 1‑Month‑Old Infant
	Linfadenite Cervical como Manifestação de Infeção por Streptococcus do Grupo B em Lactente de 1 Mês
	Van der Woude Syndrome with Variable Family Presentation
	Síndrome de Van der Woude com Apresentação Familiar Variável 
	An Unusual Inaugural Manifestation of Behçet’s Disease
	Uma Manifestação Inaugural Incomum de Doença de Behçet

