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Introduction

Around 30 million people in Europe are affected by a rare disease. Approximately
80% of all known rare diseases are of genetic origin and around 15% can become
manifest in the orofacial region'2, e.g. craniofacial dysplasia such as cleft lip and
palate, dysgnathia, and hypodontia. Orthodontics forms a major field in rare
diseases, and orthodontists are often the first ones to come in contact with young
patients who are affected by a rare disease. There is little knowledge in dentistry
about how to treat patients with rare diseases and that an orofacial manifestation
can help to find the diagnosis. Our aim is to establish a "database for orofacial
manifestations in people with rare diseases-ROMSE" ® and to concentrate the little
knowledge on rare diseases in order to improve the diagnosis and treatment of
patients with rare diseases. To allow a standardised documentation of orthodontic
cases, it is necessary to unify the classifications of dysgnathia.

Material and Methods

Since 2011 material from various databases like Orphanet, OMIM, and Pubmed,
was evaluated. Starting in 2013 the gathered information has been incorporated into
a web-based, freely accessible database at http://romse.org. The dysmorphological
classification of “Ehmer” 4 shall be the guideline for orthodontists to classify the
dysgnathia and to standardise the documentation of people with rare diseases. The
classification form is freely available at the ROMSE website.

Results

So far 531 rare diseases with orofacial manifestations have been listed in the
ROMSE database. Up to now, 10 global categories for orofacial manifestations such
as dental anomalies, dysgnathia or orofacial clefts which are subdivided into 100
subcategories have been set up.. About one third of those diseases or syndromes
show dysgnathia. Especially the sub-classification of dysgnathia seems to be
difficult since most of the patients were not analysed according to a standardised
classification. Wrong or double assignments are the result. To unify the
classifications of dysgnathia, a modified version of the “Dysmorphological
Classification by Ehmer“ adapted for rare diseases was developed (Fig. 1).
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Fig. 1: Modified version of the “Dysmorphological Classification by Ehmer*
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Krankheitsbeschreibung

Apert syndrome is a malformation disorder by the of
n 50 000 tirths. The cramoesynestosis is biceronal and is evident at birth. The lengitudinal system (sagittal and metopic sutures) is abnermally broad, even in the first few months of ife. The supenor maxilia
is severely hypoplaslic, resulling in malocclusion and a protruding lower jaw. The face is us:
Syndactyly of the fingers and toes may be lotal (mitten hands and sock feet) or partial affecting the second, third, and fourth digits. Intellectual deficit is frequent and often severe, usually being associated
with cerebral malformations. Nearly 50% of patients have increased infracramial pressure. The majonty of patients (more than 98%) carry a mutation (Ser2521p or Pro253Arg) in the gene encoding fibroblast
growlh factor receplor lype 2 (FGFR2). Alu-element inserlion mulalions in or near exon 9 of FGFR2 are for the cases. Early 1 for craniosynostosis (before the age of six
months) may improve the mental prognosis: a significant number of patients wha underwent early surgical intervention later showed normal intellectual performance. Gomection of the maxillary hypoplasia
and hypertelorism should not be carried out until the patient is at least four years old (except in severe cases)

Quelle: Orphanet” an online rare disease and orphan drug data base. Copynght, INSERI 1997 Available on hiip /www opha net & Aecessed 14.03 2014

and osseous and membranous syndactyly of the four extremities. The incidence has been estimated at 1

ually broad with a beaked nose. Ocular include ism and somelimes severe

Orofaziale Manifestation

Dysgnathie, hypoplastische Maxilla, Progenie, kraniofaziale Fehlbildungen

Fig. 2: Selected example: “Apert Syndrome*“ listed in the ROMSE database

Literatur

e PMID 23614948 &
o PMID 22449603 &
« PMID 20809043 &7

Weblinks

o http-//www orpha net/consor/cgi-bin/OC_FExp php?ing=EN&Expert=87 &
« http:/lomim_org/entry/101200 &

Kategorien: Dysgnathie = Kraniofaziale Fehlbildung | Maxilla, hypoplastisch | Progenie

Fig. 3: Selected example: “Apert Syndrome* listed in the ROMSE database

Kategorie:Dysgnathie

Definition
Alle Fehlentwicklungen der Zahne, der Kieter und/oder des Kausystems. [ Anomalien kénnen Zahnstellung, Okklusion, Kieterform, die Lage der Kieter zuemander oder den Finbau der Kiefer in den
Schadel batreffen
Unterkategorien
Es werden 15 von msgesaml 15 U n dieser angozeigl
G M (Fortsetzung) M (Fortsetzung)
« [%] Gaumen hoher (33 S) « [¥] Maxilla, hypoplastisch (24 S) « [%] Mikroretrogenie (4 S)
« [¥] Maxilla, hyperplastisch (4 S) « [] Mikrostomie (13 S)
L o [x] Maxilla Retrusion (1 §)
« [*] Makrostomie (6 S) « [x] Mikrogenie (65 S) P
o [x] Malokklusion (18 8) « [%] Mikrognathie (17 S) o [%] Pragenic (22 8)

+ [%] Mandibula,hyperplastisch (1 S)

« [x] Mandibula hypoplastisch (9 §) R

« (%] Relragenie (5 8)
« [x] Retrognathie (7 5}

Fig. 4: Selected example: “Dysgnathia“ listed in the ROMSE database

Conclusions

Rare diseases and their symptoms come with difficult challenges regarding
their therapy. More than 900 rare diseases with a genetic genesis can be
demonstrated to have a dental, oral, or maxillofacial involvement 2. Since
publications on rare diseases and data on possible care strategies in dental
medicine are scant, there is an urgent need to provide the limited available
information on a central and accessible platform. By setting up a "database
for orofacial manifestations in people with rare diseases-ROMSE®, a platform
is provided for dentists and orthodontists to work interdisciplinarily on
treatment strategies 3. A consistent and beyond dentistry classification of
dysgnathia can prospectively avoid wrong assignments.
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