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Cardiofaciocutaneous syndrome (CFCS) is an extremely rare genetic disorder that belongs to
syndromes known as RAS opathies. The craniofacial and ectodermal
manifestations of this syndrome are distinctive and play an important role in the diagnosis of this entity. Nevertheless, there is no scientific
evidence to date of the presence of CFCS-related lesions in the oral mucosa. The present study is the first to report the presence of oral lichen
planus (OLP) in a patient with CFCS. This finding should be taken into account in the assessment and diagnosis of CFCS in order to establish
whether it is an un-related lesion or is associated with the syndrome.
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(reterence sequence NM_0U04333.4) in peripheral blood DNA
showed the presence of variant ¢.1467>C (p.Leu489Phe) in exon 14
of gene RAF1 in heterozygous condition. The studied exons and
flanking regions included the regions with the highest frequency of
mutations. The detected variant has not been described previously. In
silico prediction analyses indicated a potential deleterious effect of
the detected variant on RAF1 function. Because the patient’s mother
also showed clinical features of the syndrome, the corresponding
genetic sequencing was carried out, and showed the presence of
variant ¢.1467>C (p.Leu489Phe) in exon 14 of gene RAFI1 in
heterozygous condition. The patient was the first offspring of a
nonconsanguineous couple, and perinatal history and delivery were
uneventful. The presence of typical cutaneous anomalies of the
syndrome were diagnosed at the age of 3 years, and oral mucosa
lesions were detected at the age of 10 years by her dentist, who
referred her to our Service. Physical examination revealed
dysmorphic facial features, sparse dry brittle hair, scant eyebrows,

Examination of the oral cavity revealed the presence of white
patches, plaques and verrucous lesions in the anterior third of the
cheek mucosa on both sides. Red atrophic erythematous patches,
alternating with white plaques, were observed in the attached and
unattached gingiva of both jaws. A keratotic white plaque and the
presence of a verrucous area were observed in the middle third of the
dorsal aspect of the tongue. Ogival palate and marked tooth crowding

were also observed (Figures 3, 4, 5).
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described above. Craniofacial and ectodermal manifestations of this
syndrome are distinct and play an important role in the diagnosis of
this entity. Nevertheless, there is no scientific evidence to date of the
presence of lesions in the oral mucosa associated with CFCS. In this
regard, it would be important to perform thorough inspection of the
oral mucosa of CFCS patients to record the presence or absence of
stomatological lesions, in order to determine whether these lesions
are another manifestation of CFCS. In addition, it is important to
point out that OLP undergoes malignant transformation in 1 to 2% of
cases, so that early diagnosis is of great clinical significance in terms
of prognosis and patient follow-up (14, 15).
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The present study is the first to report the presence of OLP in
a patient with CFCS. This finding should be taken into
account when evaluating and diagnosing CFCS, with the aim
to establish whether it is an occasional manifestation or

whether it is associated with the syndrome.
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Based on the oral lesions, presumptive diagnosis of keratotic lichen
planus was established. In order to reach definitive diagnosis, a
biopsy of the cheek mucosa was taken and the following diagnostic
methods were indicated: routine histopathological studies
(hematoxylin-eosin and PAS staining), and direct
immunofluorescence. Results of the histopathological and

immunohistochemical study were consistent with oral lichen planus.

Given the presence of lesions at both commissures of the lips and on
the dorsal surface of the tongue associated with Candida infection,
said lesions were swabbed and sent for mycological and
bacteriological examination, identification of the isolated species,
and antibacterial and antifungal susceptibility tests, in order to rule
out superadded infection and to orient treatment. The isolated
microorganism was Candida albicans, and administration of an

antifungal drug was indicated in order to eradicate the infection.

Remission of red atrophic erythematous patches, as well as marked
improvement of the verrucous areas were observed at the subsequent
follow-up visits after administration of antifungal treatment for
Candidiasis and of local corticoids for OLP. Only some areas of
white plaques and the presence of white reticular lesions of OLP

were observed.

Discussion .3

Within the ectodermal anomalies, follicular hyperkeratosis in the
arms, legs, and face are the most frequent cutaneous abnormalities in
people with CFC syndrome (8). However, although both tissues
derive from the same embryonic layer, no oral mucosa anomalies

have been reported to date.

INTERNATIONAL JOURNAL OF SCIENTIFIC AND UNIVERSITY RESEARCH PUBLICATION Page 3/5

Figure 5: A) Gingiva: w
Ogival palate. Palatal g

Vi



IF : 4.176 | IC Value : 78.46 VOL- (8) ISSUE (10) ISSN 122/350

[7] Roberts AE. The clinical phenotype of cardiofaciocutaneous syndrome; in
Zenker M (Ed): Noonan Syndrome and related disorders- A Matter of
Deregulated Ras Signaling. Monogr Hum Gent Basel, Karger, 2009, vol 17, pp

66-72.

[8] Roberts A, Allanson J, Jadico SK, et al. The cardiofaciocutaneous
syndrome. ] Med Genet. 2006; 43(11):833-42.

[9] Weston G, Payette M. Update on lichen planus and its clinical variants. Int
J Womens Dermatol. 2015; 1(3):140-149. doi:10.1016/j.ijwd.2015.04.001

[10]Boyd AS, Neldner KH. Lichen planus. J. Am. Acad. Dermatol. 1991 Oct;
25(4):593-619

[11] Wagner G., Rose C., Sachse M.M. Clinical variants of lichen planus. J
Dtsch Dermatol Ges. 2013; 11(4):309- 319.

[12]Gorouhi F, Davari P, Fazel N. Cutaneous and mucosal lichen planus: a
comprehensive review of clinical subtypes, risk factors, diagnosis, and
prognosis. ScientificWorldJournal. 2014; 2014:742826.

doi:10.1155/2014/742826.

[13] Le Cleach L, Chosidow O. Clinical practice. Lichen planus. N. Engl. J.
Med. 2012 Feb 23; 366(8):723-32

[14] Aghbari SMH, Abushouk AI, Attia A, Elmaraezy A, Menshawy A,
Ahmed MS, Elsaadany BA, Ahmed EM. Malignant transformation of oral
lichen planus and oral lichenoid lesions: A meta-analysis of 20095 patient
data. Oral Oncol. 2017 May; 68:92-102. Doi:

10.1016/j.oraloncology.2017.03.012.

[15]Richards D1. Malignant transformation rates in Oral Lichen Planus. Evid
Based Dent. 2018 Dec; 19(4):122. Doi: 10.1038/sj.ebd.6401349.



IJSURP  Publishing Academy
International Journal Of Scientiic And University Research Publication
Multi-Sub ject Journal

Editor.
international Journal Of Scientific And University Research Publication

R +965 9954851 * +90 5374545296

BEN 061 03236496 {% +44 (D)203 197 6676

WW]]SUI’FJ.CDFH


http://www.tcpdf.org

