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Oral-facial-digital syndrome effects maxillofacial regions, hands and feet. Type 1 (OFD1) is a rare
condition with X-linked dominant inheritance caused by mutations in the Cxorf5 (OFD1) gene. This
condition almost always causes intrauterine lethality in males. A still born male foetus was procured
as a a part of research work in the department of anatomy. The foetus presented bilateral cleft lip and
palate, polydactyly of hands and feet and clinodactyly of right hand and gatroshisis.different types of
OFD’S overlap and genetic evaluation is required to place it in a particular type of OFD’S.
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INTRODUCTION

Oral-facial-digital syndromes (OFDS) represent a group of rare
developmental disorders characterized by abnormalities of the
face, oral cavity and digits. Additional signs involving the
central nervous system (CNS), and visceral organs, such as the
kidney, are also frequently observed. The first case presenting
this condition was reported in 1941 (Mohr, 1941) and since
then a number of different OFDS types with overlapping
phenotypes have been described (Toriello /992, Gurrieri ef al.,
2007). Among the different types, OFD type I is the most
frequently observed and can be easily recognized by its typical
X-linked dominant male-lethal pattern of inheritance in
familial cases. Most of the other OFDS are transmitted as
autosomal recessive syndromes or represent sporadic cases. In
the last few years, 11 genes responsible for OFDS have been
identified allowing a better clinical and genetic definition for
this heterogeneous condition.

Case report

In the present case, a still born male foetus of 34 wks of
gestation was procured as a part of research work from local
private hospital.
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The foetus presented dysmorphic features of the face and
bilateral cleft lip and palate(fig.1b), low set malformed
years(fig.1c), gastroschisis (figla), bilaterally polydactyly of
hands (figld&e)and feet (fig.1f) with clinodactyly of right
hand (fig.1d). A radiograph of the still born foetus showing
decreased length of forearm bones on the left side (fig.2a) and
cubbed left hand (fig.2b)

DISCUSSION

Dysmorphic features affecting the head are described as
‘remarkably characteristic’ (Toriello H.V 1992) and include
facial ~ asymmetry, frontal  bossing,  hypertelorism,
micrognathia, broadened nasal bridge and facial milia. The
digital abnormalities, which affect the hands (50-70%) more
often than the feet (25%), include syndactyly, brachydactyly,
clinodactyly and, more rarely, pre- or post-axial polydactyly.
These clinical features overlap with those reported in the other
seven oral-facial-digital syndromes (Toriello, 1992). The first
oral-facial-digital syndrome was described in 1941 by Mohr,
followed by a report by Papillon-Léage and Psaume of another
case in 1954. Ironically, these became known as oral-facial-
digital syndrome (OFDS) II and I, respectively. Since then,
numerous other examples of OFDS have been published
(Toriello 2009). Thirteen types have been distinguished based
on characteristic clinical manifestations (Gurrieri et al., 2007).
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Fig.1. Showing a. gastroschisis b.bilateral cleft lip and palate c. low set malformed ears
d. plydactyly and clinodactyly of right hand e. polydactyly of left hand f. polydactyly in both feet

Fig. 2. Showing a. radiagraph OFD foetus showing short forearm bones
on the left side b. showing clubbed left hand
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Fig.3.

OFDI1 is characterized by craniofacial anomalies, such as
facial skin milia, alar hypoplasia (broadened nasal ridge), and
facial asymmetry; oral anomalies include hamartomas, clefts of
lip and palate, and dental abnormalities. Consistently,
expression of Ofd1 is detected in the olfactory and respiratory
epithelium of the nasal cavities and nasopharynx, in several
ectodermally derived structures of the mouth and palate (upper
lips, the surface epithelium of the gum region of the mouth,
and tooth primordia), and in the endoderm-derived surface
epithelium of the tongue and oropharynx.

OFDL1 is also characterized by an involvement of the CNS in
as many as 40% of the cases with reports of mental retardation,
seizures, and other neurological defects (Towfighi ef al. 1985;
Connacher et al. 1987). Cytogenetic Location: Xp22.2, which
isthe short (p) arm of theX chromosome at position
22.2(fig.3) (Maria I. Ferrante et al). Molecular Location: base
pairs 13,734,713 to 13,769,361 on the X chromosome (Homo
sapiens Annotation Release 108, GRCh38.p7)
(https://ghr.nlm.nih.gov/gene/OFD1#location NCBI).
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Other names of this gene are

71-7A, CXorf5, JBTS10, MGC117039, MGCI117040,
OFD1 _HUMAN, oral-facial-digital syndrome 1, SGBS2
(https://ghr.nlm.nih.gov/gene/OFD 1#location) In a case report
(Rabah et al., 2013), a 2 months old boy, the first in order of
birth of non-consanguineous parents, with several typical
features of oral-facial-digital syndrome type II (OFDS II)
including cleft lip, high arched palate, retromicrognathia,
preaxial polysyndactyly of hands and feet, duplication of
thumb and hallux. Interestingly, the patient also had mesoaxial
polydactyly of the left hand with extra metacarpal bones
characteristic of OFDS.

Conclusion

In the present case external abnormalities of maxillofacial
regions, limbs and anterior abdominal wall were observed. For
further evaluation genetic analysis should be done to place the
case in one of the OFD classification. OFD-1 has X linked
dominant (XLD) inheritance whereas the other types of OFDS
show autosomal recessive (AR) inheritance.
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