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ABSTRACT Fanconi anemia (FA) is a rare autosomal recessive inherited syndrome characterized by chromosomal instability, aplastic anemia
and cancer predisposition, accompanied by congenital anomalies. In these patients, the probability of tumor development in the head and neck
region is higher than in the normal population. A patient with fanconi aplastic anemia was admitted to our clinic due to painful lesions in the oral
cavity. A brush biopsy was taken from the relevant lesions and sent for histopathological examination. No atypical cells were found in the biopsy
result, and the patient was called for regular dental check-ups due to the increased risk of malignancy. In this case report, it is aimed to examine
the findings of a patient with FA and the necessity of monitoring the intraoral lesions in terms of malignancy risk, in the light of the literature.
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Fanconi aplastic anemia (FA) is a rare aplastic
anemia characterized by congenital malformations.
Its estimated prevalence is 1:130,000."2 Tt results
from loss of function of at least one gene of the
FA/BRCA pathway required for DNA repair. In
these patients, there is a marked progressive bone
marrow depression with pancytopenia, especially
predisposition to urogenital, head and neck malig-
nancies.’ The physical phenotype of FA patients is
extremely heterogeneous; approximately 60% of pa-
tients have at least one physical finding. The most
common findings are short stature, hyper-hypopig-
mented areas, radial bone abnormalities including
thumb abnormalities, microcephaly, microphthalmia,
structural kidney abnormalities, and hypogonadism.*
Not all patients have malformations or pancytopenia
at birth. The first clinical sign may be hematological
malignancies or other complications.> Solid tumors
are most commonly seen in the anogenital region,
head and neck region and are 500-700 times more

common in patients who have undergone hematopoi-
etic stem cell transplantation (HSCT) compared to
the normal population.”*

This case report was aimed to examine the oral
lesions and histopathological evaluation of a patient
with painful intraoral lesions, who was diagnosed
with FA at the age of 2 years and underwent bone
marrow transplantation, in terms of malignancy risk.

I CASE REPORT

A 19-year-old female patient, was admitted to our
clinic because of painful sores in the oral region. In-
formed consent was obtained from the patient.

From the patient’s anamnesis, it was learned that
the patient was diagnosed with FA at the age of 2 (in
2005) and had a bone marrow transplant at the age of
10 (in 2013). She was born as a result of consan-
guineous marriage. Extraoral examination revealed a
developmental disorder and thumb anomaly (Figure 1).

Correspondence: Zeliha Merve SEMERCI
Departmant of Oral and Maxillofacial Radiology, Akdeniz University Faculty of Dentistry, Antalya, Tiirkiye
E-mail: merveertugrul@outlook.com

Peer review under responsibility of Turkiye Klinikleri Journal of Case Reports.

Received: 09 Jun 2022

Received in revised form: 21 Sep 2022

Accepted: 14 Oct 2022 Available online: 24 Oct 2022

2147-9291 / Copyright © 2023 by Tiirkiye Klinikleri. This is an open
access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

50


https://orcid.org/0000-0002-0323-4940
https://orcid.org/0000-0003-0869-875X
https://orcid.org/0000-0002-4566-2927
https://creativecommons.org/licenses/by-nc-nd/4.0/

Zeliha Merve SEMERCIH et al.

Turkiye Klinikleri J Case Rep. 2023;31(1):50-3

FIGURE 1: The patient's thumb anomalies.

In her detailed anamnesis, it was learned that she had
bilateral cheek biting habits.

As aresult of the clinical examination of the pa-
tient, a tendency to hemorrhage, ulcerations, gingivi-
tis, rotated teeth, apthous-like lesions due to trauma
were observed in the posterolateral and anterior re-
gions of the tongue. It was learned that apthous-like
lesions were painful and the patient had been aware
of these lesions for one month. It was learned that the
patient did not use any medication other than vitamin
D supplementation.

Widespread erosive lesion due to trauma on the
left cheek, white hyperkeratotic areas with leuko-
plakia appearance on the dorsum of the tongue, and
lesions due to biting on the bilateral posterolateral
parts of the tongue were observed (Figure 2a,b). Vi-

tamin-D deficiency was detected in the patient’s
blood values (Table 1). The patient was told that the
habit of biting the cheek triggered the lesions and that
she should quit this habit. She was called for control
2 weeks later. Although the lesions regressed 2 weeks
later, due to the increased risk of squamous cell car-
cinoma (SCC) in FA patients, a brush biopsy was
taken from the posterior region of the dorsum of the
tongue and left cheek, and they were referred to
pathology (Figure 3a,b). Oral brush biopsy is a non-
invasive diagnostic method. It may be useful in the
early diagnosis of mucosal lesions. However, in le-
sions with high suspicion of malignancy, incisional
biopsy for histopathological evaluation is manda-
tory.? In this patient, brush biopsy was preferred be-
cause it was determined that the aphthous-like ulcers
were due to trauma and the lesions regressed as a re-
sult of periodic follow-ups. Benign oral epithelial
cells were observed in the pathology report and no
atypical cells were detected. A month later, the pa-
tient’s lesions regressed again and the patient’s reg-
ular follow-up continues.

I DISCUSSION

FA is a rare autosomal recessive syndrome defined
by chromosomal instability, aplastic anemia, and pre-
disposition to cancer, accompanied by congenital
anomalies. It is often seen in the first decade of life,
especially around 8 years of age. It occurs with the
same frequency in both males and females, among all
nationalities.’

FIGURE 2: a, b) Ulcerative lesions due to trauma on the posterolateral and anterior areas of the tongue.
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TABLE 1: Blood levels taken from the subject.
Tests applied Result Unit of Reference
Hemoglobin 134 g/dL 12-16
Hematocrit 40.2 % 35-52
Leukocyte 7.1 Thimm? 4.37-9.68
Folate 10.30 gldL 4.8-37.3
Erythrocyte 4.55 Million/mm? 4-6
Ferritine 71.70 g/dL 13-150
Vitamin By, 300.00 gldL 197-771
25-OH Vit D3 10.10 *L g/dL 30-100

In patients with FA, the risk of developing head
and neck cancer, especially SCC, is between 200 and
1000 times.'° In addition, the low overall survival rate
of patients with SCC and FA reinforces the need for
early detection of SCC.!*!! Since the tendency to ma-
lignancy increases in these patients; regular dental ex-
amination is much more important than the normal
population, as infections originating from the oral re-
gion can affecthe systemic condition.

According to the literature, it has been reported
that the risk of developing SCC over the age of 40 is
20%. It is known that an increased risk of SCC is as-
sociated with chromosomal instability. The increased
incidence of SCC in patients who have undergone
HSCT is explained by the exposure to radiotherapy
and chemotherapy during the transplant process.!”

Carcinomas occur in early age (20-40 years) and
are associated with an increased sensitivity to radio-

therapy, and they are especially localized in the oral
cavity and the tongue is the most frequently affected
organ.'! Due to the defect in DNA repair in these pa-
tients, there is sensitivity to chemotherapy and radio-
therapy, therefore surgical resection of the tumor is
recommended. Radiotherapy or chemotherapy can be
applied in coordination with surgery in large tumors
whose diagnosis is delayed or difficult to surgery.'?
HSCT is the only way to correct the hematological
disorder in FA cases. Graft versus host disease
(GVHD) is one of the most important complications
of allogeneic transplantation. In its simplest terms, it
occurs as a result of foreign recognition of donor T
cells to acceptor antigens. Tissue damage associated
with GVHD is more severe in these patients due to
the defect in the cell repair mechanism.!'*

In addition to the existing increased tumor risk,
there is a higher risk of solid tumor development in
patients who have successfully undergone HSCT.
Rosenberg et al. compared 145 transplanted patients
with FA with 117 non-transplanted patients in terms
of the risk of developing SCC and reported that the
risk of developing SCC increased 4.4 times in the
transplant group, depending on age. The risk of de-
veloping SCC 15 years after transplantation has been
reported to be 10.1% per year, which is dramatically
higher than the general population.'s

In this case report, the oral findings of a patient
with FA, a rare hereditary anomaly, were presented
and follow-up appointment scheduled every 3 months

é\.r

FIGURE 3: a, b) Regression in oral lesions.
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in terms of increased risk of oral malignancy. Al-
though the lesions in the case were thought to be of
traumatic origin, a brush biopsy was taken from the
patient because of the above-mentioned malignancy
tendency and the patient’s age was close to the age
of onset of carcinomas. In our patient, benign epithe-
lial cells were observed as a result of brush biopsy
pathology, and the lesions regressed after a 1-month
follow-up. The patient was informedand called for
regular control in terms of intraoral lesions.

In conclusion, considering the risk of head and
neck malignancies to settle in the oral cavity in pa-
tients with FA, painful intraoral lesions and peri-
odontal pathologies detected in these patients should
be taken into account, regular dental check-ups
should be recommended, and patients should be in-
formed about the importance of early diagnosis. A
multidisciplinary team of medical and dental spe-

cialists should be included in the medical and dental
treatment of patients with FA.
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