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ABSTRACT

Neurofibroma is an uncommon benign tumour of neural tissue origin rarely presenting in the mouth and jaws and thereby attracting the
attention of oral physicians. A 22-year-old male patient reported with a complaint of swelling in left middle one third region of face since
8-10 y which was slowly progressive in size. He had history of multiple dark brown pigmentation on skin associated with progressively
enlarging multiple small nodular growths over the body and single firm nodular growth in left side of maxilla intraorally. He had history of
tuberculosis at the age of one year which was treated completely and since last 2-3 y he was suffering from recurrent episodes of sore
throat, fever, diarrhea, abdominal pain with vomiting and excessive weight loss. Radiographic findings showed irregular osteolytic lesions
involving ramus and angle of mandible, zygomatic bone and posterior part of maxilla with displacement of teeth with abnormal soft tissue
enhancement observed by advance imaging. On serological investigation he was HIV positive and histopathologically, diagnosed with
Neurofibromatosis-1.

Oral manifestations of neurofibromatosis have been reported in only 4% to 7% of affected persons. This article presents a rarest of rare
case report of neurofibromatosis-I in HIV positive individual also involving maxilla, mandible as well as zygomatic arch.
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CASE REPORT

A 22-year-old young male patient reported to Department of Oral
Medicine & Maxillofacial Radiology, Modern Dental College &
Research Centre, Indore, India with a chief complaint of swelling in
left middle one third region of face since 8-10 y and pain since 8-10
days [Table/Fig-1]. The swelling was initially small in size and had
gradually increased to the present size. Associated with this he had
hearing defect with left ear, slurred speech & difficulty in swallowing
since 8-10 y. His medical history revealed that he had multiple dark
brown pigmentations on skin associated with progressively enlarging
multiple small nodular growths which initially were less in number
but as age advanced the number and size of nodules increased. He
suffered from tuberculosis at the age of 1 year which was treated by
antitubercular drugs. But, since last 2-3 y, he experienced anorexia,
lethargy, excessive weight loss associated with history of recurrent
episodes of sore throat, fever, diarrhoea and abdominal pain with
emesis; for the same he took only symptomatic treatment. He
never received blood transfusion. His family history revealed that he
was unmarried, residing with his mother and siblings. Father was
separated from the family. None of the family members suffered from
any major illnesses. On general physical examination, he was short
stature of 4 feet 8 inches with weight of 46 kg, mild kyphoscoliosis

was observed but radiographically spine was normal [Table/Fig-
2,3], bilaterally asymmetrical face, left ear placed more inferiorly as
compared to right side, multiple dark brown café au lait spots were
seen on thorax, abdomen, bicep, extensor surface of forearm and
lower back portion. The greatest measured about 5 cm in diameter
and asymptomatic multiple subcutaneous nodules of size 1-2 cm,
mostly on the trunk lower back region and forearm [Table/Fig-4].
Submandibular, abdominal and inguinal lymphadenopathy and
hepatomegaly was present.

Extraoral examination showed a single diffuse, roughly oval
shaped swelling on middle 1/3“ of the face approximately 5 x 4.5
cm in size extending anteriorposteriorly from left nasolabial fold
to preauricular region and superiorinferiorly from left malar region
to body of mandible, which was non tender, firm in consistency,
non pulsatile with no signs of hyperesthesia / paresthesia. On
opening of mouth mandible deviated towards left side with
reduced translation of condyle. On intra-oral examination, a single
firm nodular growth was observed in upper left back teeth region
in relation with 24, 25, 26 of approximately 4 x 3 cm which was
firm in consistency, mildly tender and did not bleed on palpation.
Obliteration of buccal vestibule was noticed from premolar to
retromolar region [Table/Fig-5]. In left mandibular region missing

[Table/Fig-1]: Swelling and asymmetry in left side of face [Table/Fig-2]: Kyphosis [Table/Fig-3]: Radiographs of spine (AP and lateral view)
[Table/Fig-4]: Multiple subcutaneous nodules & Café au lait spots on thorax, abdomen, bicep & extensor surface of forearm
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36 & 37 was observed with swelling on anterior border of ramus of
mandible. As the patient’s history and clinical findings correlating
with clinical diagnostic criteria of NF-I; a provisional diagnosis of
neurofibromatosis- type | and differential diagnosis of hemifacial
hypertrophy and fibro osseous lesion was made. Patient was
advised for HIV screening, hematological, advance radiological
and histopathological investigations.

Panoramic radiograph showed deformed and elongated condylar
process/coronoid process, along with deepening of mandibular
notch, missing gonial angle and hypoplasia of the ascending
ramus with perforation defects. Irregular osteolytic lesions was
seen involving left ascending ramus, angle of mandible, zygomatic
bone and posterior part of maxilla with displacement of left maxillary
and mandibular posterior teeth. Inferior alveolar nerve canal was
indistinct and not traceable on the left side [Table/Fig-6].

CT scan showed abnormal soft tissue with ill defined margins
& erosion of inferior & posterolateral walls of the hypoplastic left
maxillary sinus with soft tissue extending into the retromaxillary
space [Table/Fig-7]. Eroded posterior maxilla left side surrounded
by abnormal soft tissue [Table/Fig-8]. Left body, angle, ramus,
coronoid process and condylar head of mandible showed erosion
with soft tissue encasing. The masticatory muscles were atrophied
along with thinning of the left mandibular ramus [Table/Fig-9].

The HIV status was confirmed with ELISA. Incisional biopsy was
done which showed parakeratinized stratified squamous epithelium
of variable thickness with nerve fibres bundles, muscle fibres and

[Table/Fig-5]: Post biopsy intraoral photograph showing extension of lesion from
left premolar to retromolar region in buccal vestibule
[Table/Fig-6]: Panoramic reveals irregular large radiolucent osteolytic area involving
left mandible and maxilla with displacement of teeth
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[Table/Fig-7]: CT scan images of zygomatic region reveals abnormal soft tissue
extensions with ill defined margins & erosion of left retromaxillary space, inferior &
posterolateral walls of the maxillary sinus and zygomatic bone and arch

[Table/Fig-8]: CT scan images of maxilla reveal abnormal soft tissue extensions
into eroded left posterior maxilla
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adipose tissue which confirmed the diagnosis [Table/Fig-10]. Final
diagnosis of neurofibromatosis-I with AIDS was made. Patient
was referred for counseling of HIV to Integrated Counseling and
Testing Center (ICTC) and is presently under Anti Retroviral Therapy
(ART), Tab. Zidolam-N ( Zidovudine 300 mg, Lamivudine 150 mg,
Nevirapine 200 mg) two times daily.

[Table/Fig-9]: CT scan images of mandible reveal erosion of the body, angle and
ramus of mandible with abnormal soft tissue extensions. Atrophied masticatory
muscles seen with thinning of the left mandibular ramus

[Table/Fig-10]: Photomicrograph showing parakeratinized stratified squamous
epithelium of variable thickness with nerve fibres bundle, muscle fibres and adipose
tissue

DISCUSSION

Neurofibromatosis (NF) is not a single entity, but a group of hetero-
geneous multisystem neurocutaneous disorder involving both
neuroectodermal and mesenchymal derivatives [1,2]. It is one of
the most common hereditary disease occurring in 1 of every 3000
births [3,4]. VM Riccardi, recognizes at least seven types of NF [5],
but of many proposed classifications of the disease, two distinct
forms are generally accepted namely, a peripheral form known as
NF-I, and a central form known as NF-Il [6].

Many HIV-associated tumours affect sites that are in contact with
the outside environment, including the skin. The increased density
of immune cells and coincident elevated concentration of HIV-1 at
these sites could lead to local compromised immune defences and
the subsequent development of neoplasms. Although HIV-1 is not
a direct agent but it may contribute to development of neoplasm
though several mechanisms like predisposition to infection by
oncogenic viruses, impaired immune surveillance, dysregulation
of cytokine pathways and growth factor production, chronic
B cell stimulation with imbalance between cellular proliferation
and differentiation. Hence, there is possibility of increased risk
for neoplasm with more profound natural course of diseases in
individuals with concurrent HIV-1 infection and NF-I [7]. We report
this case to draw attention to rarely reported occurrence of HIV
infection in a patient with NF-I which showed involvement of
maxilla, mandible as well as zygomatic arch.

Though proportion of people with NF-I gene penetration showed
clinical presentation of disorder close to 100% but mutation rate
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is so high that half of newly diagnosed cases represent with new
mutations. The gene has been isolated to the proximal long arm of
chromosome 17 (17, 11.2) [8,9].

The major defining features of the peripheral form (NF-I) include
neurofibromas, cutaneous café-au lait macules and lisch nodules
(pigmented iris hamartomas). The café au lait spots and lisch
nodules usually develop early in childhood, where as the cutaneous
neurofibromas begin to appear the onset of puberty and increase in
number and size throughout life as seen in our case.

In addition to the diagnostic criteria laid down by National Institutes
of Health Consensus Development Conference (NIHCDC), 1987
on neurofibromatosis; skeletal findings which include scoliosis-like
spinal curvature, short stature, tibial pseudarthrosis and dysplastic
lesions of the skeleton was also considered [10]. In our patient,
clinically mild kyphoscoliosis is observed but radiographically spine
appears normal.

These lesions are generally assumed to represent abnormal devel-
opment of mesodermal elements and hence are considered
primary osseous dysplasia. Direct erosion of bone is less commonly
observed in neurofibroma [10], as erosion or extensive osteolytic
lesion seen in the present case.

Oral manifestations of neurofibromatosis have been reported in only
4% to 7% of affected persons. Although all oral hard and soft tissues
can be affected in neurofibromatosis, fungi form papillae of tongue
is most common site [11,12]. However, in the indexed case the
tongue was unaffected. Oral lesions occur as discrete, pedunculated
or sessile non ulcerated slow growing painless nodule and usually
have same color as the normal mucosa. Common oral sites include
buccal mucosa, labial mucosa, palate, alveolar mucosa, vestibule
and tongue. Intraoral lesions are usually painless but pain may occur
due to nerve compression as seen in this case also [13].

According to HM Worth, the long bones are affected much more
commonly than jaws [14]. About 30-70% of NF-I patients have
associated osseous changes with the jaws involved very infrequently
[15]. In the jaws both maxilla and mandible have been the sites
of enlargement together and more commonly with only one jaw
affected [14]. But in the present case there was involvement of
maxilla, mandible as well as zygomatic arch making our case rarest
of rare entity.

Skeletal lesions specific to the jaws include enlarged mandibular
foramen and canals, branched mandibular canal, widening of the
coronoid notch, deformity of the condylar head, lengthening of the
condyle neck, irregularity of the inferior mandibular cortex, intrabony
cyst like lesion, hypoplasia and lateral bowing of ramus are observed
[12]. The pattern of jaw malformation can be caused by tumour
invasion or destruction [15], as seen in the present case also.

Also reported on computed tomography (CT) analysis, is the presence
of an increased amount of fat like soft tissue immediately adjacent
to affected ramus. Neurofibromas are typically of homogenous low
attenuation than compared with adjacent muscle on CT images
[12,16], as reported in present case.
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The typical MR images of neurofibroma shows homogenous iso-
intensity or mild hyperintensities compared with muscle on T1
weighted images, homogenous enhancement of the solid com-
ponent of the tumour after the contrast medium administration and
heterogeneous high signal intensity on T2 weighted images [16].

Total or partial resection of neurofibromatosis lesions is the treatment
of choice to solve esthetic or functional problems. Total resection
with 1 cm margins whenever feasible is treatment of choice for
accessible and small tumours. Radiation therapy or chemotherapy
is not recommended for treatment of neurofibroma [12].

In a case of neurofibromatosis with a rapidly growing mass, the
possibility of a malignant transformation should be considered.
The risk of malignant transformation is about 3-14% with a latency
period of about 10-20y [17].

CONCLUSION

As in the indexed case, the patient was HIV positive with
multisystemic involvements secondary to neurofibromatosis and
was showing progressive clinical manifestation with age. Hence, it
is important to keep such patients under observation for any new
manifestations, and to prevent any further complications.
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