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Introduction
A rapid diagnostic of some Rare Diseases 
(RD) can save the patent’s life. It is well known 
that some life-threatening Rare Diseases pre-
sent oral and craniofacial malformations. 
If the RD patient presents obvious malfor-
mations, either craniofacial or  systemic, the 
diagnosis can be made at birth or in the first 
months/years of life.  However, some syndro-
mic entities can remain undetected until the 
oral clinical signs are observed by the dentist. 
The awareness of the dentist about such phe-
notypical traits is thus essential. Orthopanto-
mography –a simple and cheap diagnostic 
image- can be the instrument for revealing a 
previously undetected RD.  
The aim of our study is to review the oral and 
craniofacial phenotypical traits of the gravest 
and life-threatening RDs to establish its ortho-
pantomographic evidences. 

Material and Methods 
A Medline search was conducted including 
the following search-term combinations: “or-
thopantomography” or “oral signs/symptoms” 
and “Rare diseases”, “Marfan’s syndrome”, 
“Ehlers-Danlos’s syndrome”, ”Gardner’s syn-
drome”, “Gorlin-Goltz’s syndrome”, “Loeys-
Dietz’s síndrome”, “Total congenital hemi-
hypertrophia”, “Cowden’s syndrome” and 

”congenital dysqueratosis”. The terms related 
to the syndrome’s names were chosen fo-
llowing the ORPHANET nomenclature. Given 
the limited number of cases published, no 
additional set of criteria was defined to subse-
quently filter the resulting articles.

Discussion
The Gorlin-Goltz’s syndrome can be diagno-
sed radiologically because of the presence of 
maxilar keratokysts. The keratokysts constitu-
te a life-threatening pathology because they 
can host malignant tumors such as intrakystic 
ameloblastomas or perikystic fibrosarcomas. 
Moreover this clinical entity is related to the 
presence of meduloblastomas or multicentric 
skin basal cell carcinomas (1) 
Gardner’s síndrome can be diagnosed radio-
logically because of the presence of osteo-
mas in skull, face and jaws, as well as odon-
tomas, folicular kysts, supernumerary and/or 
included teeth. This syndrome is associated 
to the familial adenomatous polyposys, with a 
100% risk of malignant transformation (2,3,4).
Total congenital hemihypertrophia is evident 
because of the hypertrophy of both the calci-
fied and the non-calcified tissues of half the 
oral cavity, the face and the rest of the body. 
In the affected oral area, the dental rempla-
cement is accelerated, and dental agenesis 
and microdontias can be found. This entity is 
associated to malignant pathology, such as 
nefroblastomas and hepatoblastomas (2, 3,4) 
Entities that affect the fibrous componentes 
of connective tissues, such as Marfan’s syn-
drome and Ehlers-Danlos’s syndrome are re-
lated to a life-threatening pathology such as 
the acute aorctic dissection in young patients 
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(5,6,7,8,9). The common embryologic origin in 
the neural crest of the craniofacial bone struc-
tures and the thoracic big vessels can explain 
the simultaneous presence in their patients of 
craniofacial and vascular clinical signs (10). 
Plurisystemic syndromes include oral clinical 
manifestations that can be verified by an or-
thopantomography. The oral phenotype of the 
Marfan’s syndrome includes supernumerary 
teeth, maloclusive signs, pulpolythes, enamel 
hypoplasia, deformation of the teeth’s roots or 
pulpar alterations. Ehlers-Danlos’s syndrome 
oral aspects are also supernumerary teeth or 
hypodontia, added to haemorraghic bullae, 
parodontitis, caries, and TMJ hypermobility. 
(5,6,7,8,9).
Cowden’s syndrome, Loeys-Dietz’s syndro-
me and congenital dysqueratosis are also 
life-threatening pathologies presenting oral 
phenotypical traits, but related only to smooth 
tissues. These signs and symptoms are thus 
better explored by a clinical expert than in an 
orthopantomography (10,11,12,13,14).

Conclusions:
Numerous life-threatening rare diseases pre-
sent oral phenotypical traits that can be detec-
ted by an orthopantomography. The dentist’s 
awareness about the oral signs and symptoms 
of rare diseases, “a fortiori” the life-threate-
ning ones, can contribute to their precocious 
diagnosis. In order to contribute to the rapid 
diagnostic of rare diseases, dentists must be 
aware of their craniofacial phenotypical traits.

References

1.Ortega-García-de Amezaga A, García-Arre-
gui O, Zepeda-Nuño S, Acha-Sagredo A, 
Aguirre-Urizar JM. Gorlin-Goltz syndrome: 
Clinicopathologic aspects. Med Oral Patol 
Oral Cir Bucal. 2008 Jun1;13(6):E338-43.

2.Madani M, Madani F.Gardner’s syndrome 
presenting with dental complaints.Arch Ira-
nian Med 2007;16(4):535-9.

3. Groen EJ,Roos A,Muntinghe FL et al. Ex-
traintestinal manifestations of familial ade-
nomatous polyposis. Annals of Surgical 
Oncology,July 2008;15(9):2439-50.

4.Wijn MA,Keller JJ,Giardiello FM,Brand 
HS. Oral and maxillofacial manifestations 
of familial adenomatous polyposis.Oral 
Dis,2007;(13):360-5.

5.Janisch S,Turmanov N,Albrecht UV,Fiequth 
A, Gunther D.Aortic dissection-a not so 
rare disease.Med Klin (Munich).2010 
Dec;105(12):871-5.Epub 2011 Jam 16.

6. Atzinger CL, Meyer RA,Khoury Pr et 
al. Cross-sectional and longitudinal as-
sessment of aortic root dilation and valvu-
lar anomalies in hypermobile and classic 
Ehlers-Danlos syndrome. J Pediatr 2011 
May;158(5):826-30.Epub 2010 Dec 28.

7. Ferreira O Jr,Cardoso CL,Capelozza AL et 
al.Odontogenic keratocyst and multiple su-
pernumerary teeth in a patient with Ehlers 
Danlos syndrome.a case report and review 
of the literature

8. Mejorana A,Fachetti F.The orodental fin-
dings in the Ehlers-Danlos syndrome.A 
report of 2 clinical cases.Minerva Stomatol 
1992 Mar;41(3):127-33.

9.Morales-Chávez MC, Rodríguez-López MV. 
Dental Treatment of Marfan Syndrome. 
With regard to a case. Med Oral Patol Oral 
Cir Bucal. 2010Nov 1;15 (6):e859-62.

10. Mead TJ, Yutzey K. Notch Patway re-
gulation of neural crest cell development 
in vivo. Developmental dynamics, 2012; 
241:376-389.

11.Schaper MA,Nikitakis NG,Sarlani E et al. 
Cowden syndrome:report of a case with 
immunohistochemical analysis and review 
of the literature.Oral Med Oral Pathol Oral 
Radiol Endod 2006;101:625-31.

12. Segura R, Ceballos A, Toro M et al. Oral 
manifestations of Cowden’s disease.Pre-
sentation of a clinical case.Med Oral Pathol 
Oral Cir Bucal 2006;(11):421-4.

13.Auluck A. Dyskeratosis congenita. Report 
of a case with literature review. Med Oral 
Patol Oral Cir Bucal 2007;12:E369-73.

14.Drera B et al. Loeys-Dietz syndrome type 
I and type II:clinical findings and novel mu-
tations in  two Italian patients. Orphanet J 
Rare Dis (2009 Nov 2);4:24.

15. Vila Costa I et al. Bifid uvula and aortic 
aneurysm. New England Journal of Medici-
ne 359;2. www.nejm.org ( july10,2008).


