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Case Report

A 19-year-old male patient reported to the Department of Oral 
Medicine and Radiology with routine dental complaints. Patient 
gave history of progressive coarsening of facial features and 
thickening of lips. Patient was one of the two siblings of non-
consanguineous parents with no family history of such or any 
other congenital abnormalities. The patient’s birth was a result 
of a uncomplicated cesarean delivery. Antenatal and neonatal 
history and infancy were uneventful. Developmental milestones 
were not delayed and he had no history of learning disability. 
Routine general physical examination revealed moderately built, 
well nourished male who appeared to have normal intelligence 
and was otherwise in good health. Patient’s height was 164 cm, 
weight 45 kg and head circumference was 22 inch. Craniofacial 
manifestations comprised of thick patulous lips, bulbous nose 
with a broad base, prominent philtrum, mandibular prognathism 
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Acromegaloid Facial Appearance syndrome is a very rare syndrome combining acromegaloid-like facial appearance, thickened lips 
and oral mucosa and acral enlargement. Progressive facial dysmorphism is characterized by a coarse facies, a long bulbous 
nose, high-arched eyebrows, and thickening of the lips, oral mucosa leading to exaggerated rugae and frenula, furrowed 
tongue and narrow palpebral fissures. We report a case of acromegaloid facial appearance syndrome in a 19-year-old male 
patient who presented with all the characteristic features of the syndrome along with previously unreported anomalies like 
dystrophic nails, postaxial polydactyly and incisal notching of teeth.
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Introduction

Acromegaloid facial appearance syndrome (AFA syndrome, 
OMIM 102150), an extremely rare congenital syndrome primarily 
characterized by progressively coarse acromegaloid-like facial 
appearance with thickening of the lips and oral mucosa. The 
syndrome was first recognized by Hughes et al. in 1985 in large 
kindred with affected relatives spanning at least five generations.1) 
This case features the tenth report of this syndrome wherein 
anomalies like dystrophic nails, postaxial polydactyly and incisal 
notching of teeth, not previously described with this syndrome 
were also present. A brief review of previously reported cases and 
discussion of differential diagnosis of the syndrome is presented.
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and narrowed palpebral fissures (Fig. 1A). There was mild facial 
asymmetry with left side of face appearing generally enlarged 
as compared to the right side. Enlarged Darwin’s tubercle could 
be demonstrated in both the auricle and ears were posteriorly 
angulated (Fig. 1B). Intraoral thickened intraoral mucosa with 
exaggerated rugae and high arched palate was observed. Upper 
labial (Fig. 2A) and lingual frenula were hyperplastic (Fig. 2B) and 
a furrowed enlarged tongue with prominent fungiform papillae 
was noticed (Fig. 3A). Uvula was elongated (Fig. 3B). Crowding of 
teeth in both the arches and multiple decayed teeth were seen. 
One striking feature which was evident in the patient was incisal 
notching of maxillary incisor, mainly 11, 21 and 22 (Fig. 2A). 

The other characteristic finding of the patient was acral enlarge-
ment. Both hands and feet of the patient were large, spade-like 
and disproportionate to his height (Fig. 4A). The consistency of 
the overlying skin was normal. Post axial polydactyly of left foot 
was observed wherein the supernumerary digit presented as a 
rudimentary 6th toe attached to the foot by soft tissue only (Fig. 
5A). Nails of both hands and feet were dystrophic. In hands spoon 
shaped nails with vertical streaks were seen (Fig. 4B) while those 
of feet showed even more irregularity (Fig. 5A).

Routine laboratory investigations (including hemogram and 
random blood sugar), thyroid function & growth hormoneassay 
(0.9 ng/mL) were normal. A radiographic skeletal survey did not 

A B 
Fig. 1. (A) Clinical photograph of patient showing craniofacial manifestations of thick patulous lips, bul bous 
nose with a broad base, prominent philtrum, mandibular prognathism, narrowed palpebral fissures and 
mild facial asymmetry. (B) Clinical photograph of patient showing posteriorly angulated ears with enlarged 
Darwin tubercle.

A B 
Fig. 2. Intraoral photograph of the patient showing hyperplastic upper 
labial (A) and lingual frenula (B) and incisal notching of upper anterior 
teeth.

A B 
Fig. 3. (A) Intraoral photograph showing enlarged tongue with prominent 
fungiform papillae. (B) Intraoral photograph showing elongated uvula. 
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show any characteristic anomaly; however A-P feet radiograph 
revealed rudimentary supernumerary toe in postaxial position 
exhibiting soft tissue syndactyly with 5th toe (Fig. 5B). 

Discussion

Acromegaloidism describes a highly heterogeneous group of 
disorders. When a patient presents with acromegaloid phenotype 
in early adulthood, growth hormone excess and insulin resistance 
associated pseudoacromegaly should be first ruled out by 
analyzing the endocrine profile of the patient. On exclusion of an 
abnormality of the somatotrophic axis, rare genetic syndromes 
associated with the AFA should be considered in the differential 
diagnosis. The AFA has been reported in association with pachy-
dermoperiostosis (an osteo-arthro-dermopathic syndrome), gene-
ralized hypertrichosis on two separate occasions, keratitis in a 
Kirghizian family, and cutis verticis gyrata.2-6)

The AFA syndrome has also been associated with thickened oral 
mucosa and is known as Hughes syndrome after the first case 
report presented by Hughes et al. in 1985,1) who described a synd-
rome of acromegaloid facial features: thickened lips (without a 
true 'double lip'), overgrowth of the intraoral mucosa resulting 
in exaggerated rugae and frenula, and thickened upper eyelids 
leading to narrow palpebral fissures (blepharophimosis) in many 
members of a kindred through at least 5 generations. Since then 
few case reports of AFA syndrome have been published so far 
in world literature. This case represents the tenth report of the 
syndrome. Summary of previously reported of this syndrome is 
provided in Table 1.

The patient presented with typical features of the syndrome. 
Normal endocrine profile ruled out possibility of acromegaly 
or pseudoacromegaly. Absence of cutaneous and radiographic 
findings like papular mucinosis, hyperkeratosis, generalized hyper-
trophy of epidermal appendages and periosteal thickening of skull 
or the long bones ruled out pachydermoperiostosis. Features of 
keratitis, cutis verticis gyrate and associated abnormalities were 
noted for their absence.

The present case not only exemplified characteristic features of 
AFA syndrome but also presented with features like notching of 
maxillary anteriors, elongated uvula, dystrophic nails and posta-
xial polydactyly of left foot; which have never been reported 
previously in literature in association with AFA syndrome.

Etiology for AFA syndrome is unknown. No chromosomal 
abnormality or genetic locus has been described in this syndrome. 
Low positive lod scores were obtained for linkage between AFA 
and Rh and PGM1 (on ch.1p), GLO (on ch.6p), IGHG and PI (on 
ch.14q), and HP (on ch.16q).1) It usually segregates in an autosomal 
dominant fashion. Despite wide phenotypic variability, this 
autosomal dominant mutation showed complete penetrance in 
the series repo rted by Hughes et al.1) and Dallapiccola et al.7) while 

Fig. 4. Large spade-like hand with spoon shaped nails and vertical 
streaks.

Fig. 5. Enlarged feet and postaxial polydactyly of left foot with dystrophic 
nails.
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case reported by Kini and Clayton-Smith suggested autosomal 
dominant inheritance with incomplete penetrance.9) The present 
case represents the second instance of isolated occurrence of this 
condition.

No specific medical follow-up is required for patients suffering 
from this syndrome, as no complication has been described. The 
coarsening of facial features may be of esthetic concern to the 
patient and may warrant a referral to dentist. It is necessary to rule 
out endocrinal abnormalities in these patients before establishing 
the diagnosis of AFA syndrome. Craniofacial manifestations in-
cluding intraoral findings are mainstay for diagnosing this synd-
rome. Routine dental care, proper maintenance of oral hygiene 
and cleaning of tongue between the furrows with a toothbrush 
may be advised. Orthodontic consultation regarding mandibular 
prognathism should be sought. Facial cosmetic surgery may be 
considered in full-blown cases of AFA syndrome patients.
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Table 1. Summary of Reported Case of  Acromegaloid Facial Appearance Syndrome
Case no. Reference Year Inheritance Manifestations

1. Hughes et al.1 1985 Autosomal dominant (AD) 
with complete penetrance

Progressively coarse facial appearance, thickened lips, exaggerated rugae and 
frenula, furrowed tongue, narrow palpebral fissures, bulbous nose, high arched 
eyebrows and large doughy hands with joint laxity

2. Dallapiccola et al.7 1992 AD with complete
penetrance

Progressively coarse acromegaloid-like facial appearance, narrow palpebral 
fissures, bulbous nose, thickening of the lips, exaggerated rugae and frenula, 
furrowed tongue, large hands, increased birth weight and dull mentality.

3. Irvine et al.3 1996 AD Family with phenotype of acromegaloid facial appearance and generalised 
hypertrichosis terminalis segregated through three generations.

4. Da-Silva et al.8 1998 Isolated occurence Coarse facies, thickened lips, oral mucosa and upper eyelids and macrocephaly 
with arachnoid cyst 

5. Stratakis et al.10 2001 AD with Incomplete 
penetrance

Family with variable clinical expression of acromegaloidism associated with other 
developmental defects

6. Zelante et al.11 2000 Unknown Coarse facies, bulbous nose, thickened lips, narrow palpebral fissure, thickened 
intraoral mucosa, large hands with pericardial effusion and skin lesions

7. Zen et al.4 2004 Autosomal  recessive Coarse facial features with hypertricosis

8. Kini et al.9 2004 AD with  incomplete 
penetrance

Progressively coarse acromegaloid-like facial appearance with thickening of the 
lips and gums and severe learning difficulties.

9. Ghazi et al.12 2013 AD with incomplete 
penetrance

Coarse facies with thick facial skin, broad bulbous nose, deep nasolabial folds, 
marked furrows of the brow, blepharophimosis, drooping of eyelids, high arched 
eyebrows, thickened lower lip, and torus palatinus. Increased hair growth on upper 
lip, chin, and coarse terminal hair of arms and legs.

8. Present case 2013 Isolated occurence

Thick  lips, bulbous nose, prominent philtrum, mandibular prognathism, narrowed 
palpebral fissures, exaggerated rugae, hyperplastic frenula, enlarged furrowed 
tongue, elongated uvula, incisal notching of teeth, acral enlargement, dystrophic 
nails and post axial polydactyly of left foot
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