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ABSTRACT

Ossifying fibromyxoid tumor (OFMT) is a rare mesenchymal soft tissue benign neoplasm with an uncertain line of
differentiation, which arises most frequently in extremities. The head and neck region involvement is uncommon, with
only ten intraoral cases published in the English-language literature. One additional case of OFMT is reported here,
including a literature review of intraoral reported cases. A 45-year-old female patient presented a painless nodule
involving the buccal mucosa of approximately two years duration, measuring nearly 1.3 cm in maximum diameter. The
main histopathological features include ovoid to round cells embedded in a fibromyxoid matrix with a perpheral shell of
lamellar bone. Immunohistochemically, the tumor showed immunoreactivity for vimentin and S100. No recurrence has

been detected after 7 years of follow-up.
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INTRODUCTION

Ossifying fibromyxoid tumor (OFMT) is a rare
mesenchymal soft tissue benign neoplasm with an
uncertain line of differentiation and intermediate
biologic behavior, which arises most frequently within
the subcutaneous tissue of extremities, followed by
the trunk. The head and neck region is less frequently
involved, comprising about 10 to 15% of OFMTs.
The tumor occurs more commonly in men than
women, presenting as a small, asymptomatic mass with
slow growth, mainly in middle-aged adults.'? Intraoral

presentation is very rare, with only ten cases reported
in the English-language literature.
OFMTwasfirstreportedbyEnzingeretal.#in 1989and
is characterized by bland ovoid to round cells embedded
in a fibromyxoid, chondroid, or hyaline matrix with
a peripheral shell of lamellar bone. It has been
recognized that a small subset of OFMTs exhibit
atypical features such as high cellularity and mitotic
activity with aggressive clinical behavior. These have
been considered as malignant OFMT.> Additionally,
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OFMTs have morphologic and immunohistochemical
features that overlap with several soft tissue tumors,
making recognition of this entity relevant. This
report aims to describe the histopathological and
immunohistochemical features of a rare case of OFMT
involving the buccal mucosa with a review of the
English-language literature to characterize this lesion
better.

CASE REPORT

A 45-year-old female patient presented with
a painless nodule in the anterior region of buccal
mucosa of approximately two years duration. Intraoral
examination revealed a submucosal, smooth-surfaced,
well-circumscribed, and normochromic nodule,
which measured nearly 1.3 cm in maximum diameter
(Figure 1).

The patient’s medical history was unremarkable.
The differential clinical diagnoses were fibrous
hyperplasia and pleomorphic adenoma. Based on these
hypotheses, the lesion was excised, and the surgical
specimen sent for histopathological analysis.

Microscopically, hematoxylin-eosin stain sections
showed a well-circumscribed tumor with a complete
fibrous capsule that extended fibrous septae into
the tumor, separating the hypercellular areas from
moderate and hypocellular areas. Bone deposition,
with hematopoietic marrow formation, was observed
within the fibrous capsule at the periphery of
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the tumor. Tumor cellularity varied from low and
moderate to high. The cells were arranged in sheets,
ranging from small round to oval to fusiform in
shape, containing bland oval to round nuclei with
fine chromatin and indistinct cytoplasmic borders.
The hypercellular areas showed nuclear overlapping
and less intercellular matrix, while the hypocellular
areas presented abundant fibromyxoid stroma.
Hyaline areas, resembling chondroid or osteoid
material, were found in the center of the lesion.
Additionally, the stroma presented fine vessels,
mainly in the myxoid and hyaline areas. Few mitoses
were also found, particularly in hypercellular areas
(Figure 2 and Figure 3).

The tumor cells showed immunoreactivity for
vimentin and S100 protein, and negativity for pan-
cytokeratin (AE1/AE3), GFAP, CD34, calponin, and
P63. INI-1 nuclear expression was conserved in all
tumor cells (Table 1, Figure 4, and Figure 5). Based
on the histopathological and immunohistochemical
features, a final diagnosis of intraoral OFMT was
made. No recurrence has been detected after 7 years
of follow-up.

DISCUSSION

OFMT is a rare neoplasm of soft tissues that
arises more commonly in the extremities and trunk.
The head and neck region is involved in only 10 to 15%
of the cases. Clinically, most OFMT presents as a

Figure 1. Clinical features of the intraoral OFMT. A — A painless nodule in the anterior region of buccal mucosa
with approximately 2 years of duration; B — A well-circumscribed submucosal nodule with a smooth surface and
normochromic in the anterior region of buccal mucosa measuring 1.3 cm in maximum diameter.
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Figure 2. Photomicrographs of the intraoral ossifying fiboromyxoid tumor. A — A well-circumscribed tumor with
a complete fibrous capsule that extended fibrous septa, separating the hypercellular area from other areas (H&E,
1.44x); B — Peripheral shell of lamellar bone within the fibrous capsule (H&E, 5x); C — The cells range from small
round to oval to fusiform shapes, with bland nuclei with fine chromatin and indistinct cytoplasm borders. The
hypercellular area exhibited less intercellular matrix, often showing nuclear overlapping (H&E, 20x); D — Intermediate
cellularity (H&E, 20x).

omicrographs of the intraoral ossifying fibromyxoid tumor. A — Hypocellular area with abundant
fibromyxoid matrix (H&E, 20x); B — Hyaline material in the center of the lesion resembling chondroid or osteoid
material (H&E, 10x).
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Table 1. Immunohistochemical profile of the present intraoral ossifying fibromyxoid tumor

IHC stain Result Pattern
AET1/AE3 Negative NA
GFAP Negative NA
S100 Focally positive Nuclear, mainly in hypocellular and hyaline areas
Vimentin Positive Cytoplasmic, all tumor cells
Calponin Negative NA
P63 Negative NA
CD34 Negative NA
INI-1 Conserved Nuclear, all tumor cells
Ki-67 Low Nuclear, < 5% of tumor cells in hypocellular and moderate areas, and < 10% in

hypercellular area.

IHC stain — immunohistochemical stain; NA — not applicable.
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cytoplasmic positivity in all tumor cells (20x); B — Intact nuclear expression of INI-1 in all tumor cells (20x); C—S100
exhibit nuclear positivity in the tumor cells; D — mainly in fibromyxoid and hyaline areas (20x).

small, nodular, painless lesion with slow growth.'®* A° may be underestimated, since proper diagnosis is
comprehensive review of the English-language literature  difficult, considering the clinical, microscopical, and
identified only ten published cases of intraoral OFMT  immunohistochemical features overlapping with
(Table 2). The real incidence of this lesion in the mouth  several other lesions.

4-10 Autops Case Rep (Sao Paulo). 2021;11:¢2020216



Pérez-de-Oliveira ME, Morais TML, Lopes MA, Almeida OP, van Heerden WFP, Vargas PA

“Jeah — A ‘Uide-3PSNW YI00WS — IAIS ‘9Sejous D1J0ads UOIN3N — SN ‘9SeasIp JO 9dUSPIAS ON — @3N ‘Ui9104d JUswe|ljoinaN — 44N ‘S|qejiene 10N — WN ‘uide

21323dS SPSNIA — WSIA “DBIN — I ‘S9LS JIBYL Ul - S1| ‘L -INI U3 — |-|NI ‘P[o1} Jomod-ybiH — 4dH ‘ui104d dipide Asejjugiy |B1|D — 44D ‘Sjewaq — 4 ‘uabiiue sueiquiaw [elpyud3 — vIng

‘@0elns
, , ps1e|ngo| pue enbuib
aaN — dV4D ‘= SYIN '— : :
spuow £ YN yns+00Ls +unuewy  ON N *PA SO 08 S doe  oumsey Yre wIRIeEAEeN
SSojuled
uoibal
Jejngipuew
' ‘@0eLlNns ysippal Jolslue 19|
— sunesxofo '— SHdH . .
N YN WA+ 00LS "+ URUSWIA ON 0L/z> S spuow € 0 S_b,m_mm_ﬁ_u_m% oﬁ_ u _m%mje 1 o' [€33 JLeYS
pue |eadng
uasm)ag
., (EL/0) SPANH
(8€/0) ¥£AD, (EV/L) VINS
(Ly/1) YINT ‘(L/€) dV4D
UN wN gy m_ufwmm\owmm_\ymmw%v__ wN wN UN UN wN wN djemor  WNAN - [eI8 USUMBIN
(8¢/¢2) 0LAD (1L/19)
001S “(E€/€€) UNUSWIA S]]
—p£QD) '~/
RN ‘—ulwsaq “—unesayued mmmm:mw L_wm\ﬁwoc aINgnsan
N VN ~I,,ﬂ_\r/_,w__,q\u_l%oA%m%w__U,,wuot ON ON SOA syuow 07 ssoll seollned _m_smh%_cme IN/EL &' |e 32 njboejjo|N
+VINIS + URUBWIA wiem ‘peH
a3 : _
‘sieah € ﬁovA@\_\m_v%_mmm\%_m%_uﬁu (ose0 819 N o seaedyos e
YN VSN (5/2) VINS ‘S/E £T81 ON SAdH - oSS YN N — 12 33 SB[
. @IN (G/G) UnusWIA (5/2) dv49 OL/el .mwmwﬂ__/,._w% squowy 0L _m__:pndvcmg 419
SRS (6/€) 3SN (9/€) 001S S1I . Yo
“—uness ‘MIAH
: '—p£AD '—liA 1018}
sk '—6'6 dDd '—VSIN '€/l
oo ZOANH "€/z Al Usbejjod
£ oo e/l [-NeT (53502 € |/71 : eSOINW 20N
SEAOLL) yN g gvaD ‘g Unuewin ON SdH - “Uuessid  oumob  SLo 08 WA e 30 payoups
e LUV 9L OO 1N Mol W pIoA
st%%o 2J3WO0DJeS pUR UISOAW ISe)
SN 'S/ YINS ‘0L/L UILISSQ
ZL/0L 00LS SLI Sl dn N/6E
m_‘._Mm_._u.m E bu.m_Ew Jojsiyjounwwi N_Qa SoS0]l uoInedliIss HC_M_QEOU AEUV celalEzal uoledo X5 \> Joyin
o, L-INI IwaYdoISIy | edAy T TeRE0ET0) = 0 S nexol o yny

2injeuall| ebenbuel-ysi|bul sy ul pauodal Jowny ploxAwouql) bulAjisso |eioeliul Jo sese) *z 9|qeL

5-10

Autops Case Rep (Sao Paulo). 2021;11:e2020216



Ossifying fibromyxoid tumor of the oral cavity: rare case report and long-term follow-up

“Jeak — A ‘Unde-sPSNW Y100Ws — YIAIS ‘9Sejous J1j0ads UoINaN — SN 9SeasIp O 82UapIAS ON — @3N ‘Ulsioid Juswie|ijoinaN — d4N ‘3|ge|ieAe 10N — ¥N ‘unoe
J14D3ds APSNIN — WSIAl D[eIN — N ‘SBUBS J1dU} U - S1I £ L-INI 8USE — L-INI p|al} Jamod-ybiH — 4dH ‘uisjoid dipide AlejjLai [l — 449 ‘djewa4 — 4 ‘uabiue suelquaw [elpyHdl — N3

%% "adepns
a3 9 '— €94 '— uiuodied  wsiydiow L ek
oW, pawmesuod 4972 £, T R A oI SUOWIPZ €' -LjooulS LM - esodnuIeng /S ased Xapul
dv4D ¥ 00LS "+ UNUBWIA INPOU S39Uted
"esodNW
diN ! mlm@mmmuq\mlmm_ﬂwmc A _mc&m\moU paJe auobi
- — . Je 3Uobll .
+HVSIA +3SN + UNUSWIA ‘pley
'ssewl ssa|uleg
VN . "9dBLNS
:UOIS3| puZ \ (%) L9 .F%w“ m_bw% BuIseanul .cw_mw_ pa1e|Ngo| pue
(siseiselal —€9d°—ped>'=890D  iiieinyen Aenpesd - = ysippal Lim
oU— | IAHO —Unsap”'—todjed | g yNuoss] /O sselssajied  anbuo) fesioq  IN/9Z [P 198140
JueubIfel) ‘—yIAISD '—sunesjorfo YOI S0 o ‘Spam ;L0 'UOIS3| puC
3UaLINJAY "~ dv4D ‘(Ajered) g ON Z OIS 1| 1591 5inpou ssojured
'SUpUOW gty +001S +URUSWIA OISl sl sl UOIS3) 5|
UOISD] 1|
sme
.Msum I-INI - Ansiwayoisiyounwiw)  eidAly  S9SOM\ UOREDILSS IEEDED () GEUEEErsE oo TR loyn
Jan IwaypoIsy 1y i voneyssso * LI T s neor B yny

PaNuIuO) g djgeL

Autops Case Rep (Sao Paulo). 2021;11:¢2020216

0

—

O



Pérez-de-Oliveira ME, Morais TML, Lopes MA, Almeida OP, van Heerden WFP, Vargas PA

" a3y, b " ’
- i % ¥)e i

i . 3 4 2.

E | 7B ) 4 . (wal 4

3 e R T 4 .
> oy () X . [ ;

o A

Ki67 B,

T g '
§. 2l ¥, y “mg'e

L3

Figure 5. Immunohistochemical reactions of the intraoral ossifying fibromyxoid tumor. A — Ki67 was low (< 5%);
B — however, in the hypercellular area had an increased rate (< 10%) (immunohistochemistry, 20x).

A literature review on oral OFMT, including
the current case, revealed a mean age of 31.6 years
(ranging from 13°'3 to 678 years), with a male: female
ratio of 1.5:1. The most common clinical presentation
was a painless nodule covered by normal mucosa and
smooth surface. Three cases were described with a
reddish surface.’®'? The tumor presented as slow-
growing, with a mean time of 6.9 months before
diagnosis, except for one case that had a history of
two weeks. This case was diagnosed as a malignant
OFMT." The mean size of the lesions was 2.3 cm,
ranging from 0.8 cm'™ to 6.0 cm." These data were
similar to extraoral cases of OFMT."3 Soft tissues
of the mandible were the most commonly involved
sites, including lower vestibule (3 cases), posterior
lower gingiva (1 case), and retromolar trigone
(1 case). However, it seems that any site of the oral
mucosa can be affected, such as lip (2 cases), buccal
mucosa (2 cases), soft palate (1 case), and dorsal
tongue (1 case). Clinically, intraoral OFMT has several
clinical differential diagnoses, including reactive and
neoplastic lesions. Reactive lesions may include fibrous
hyperplasia and deep mucocele. Among neoplastic
lesions, mesenchymal and salivary gland tumors usually
are considered in clinical differential diagnoses, such
as lipoma' and pleomorphic adenoma.™

OFMT is usually a well-circumscribed lesion with
a partial or complete fibrous capsule that can produce
fibrous septa. The main histopathological feature is the
presence of a peripheral shell of lamellar bone within
the fibrous capsule. Rarely, this bone may contain
hematopoietic marrow, ' as observed in the current

Autops Case Rep (Sao Paulo). 2021;11:e2020216

case. Some atypical OFMT cases may not present
mature bone and osteoid,® although all intraoral OFMT
cases reported the presence of bone formation. In high
cellularity areas, mild to severe atypia and mitoses can
be found." Five OFMT cases of the oral cavity reported
mitotic activity, and in one case, it was considered high
in the recurrent lesion.'? Folpe and Weiss'® in 2003,
proposed a risk stratification system for OFMT in which
cases with a high nuclear grade, high cellularity and
mitotic activity greater than 2 mitotic figures/50 HPF
should be classified as “malignant OFMT". Cases with
atypical features, but not with all the criteria listed
above, may be classified as “atypical OFMT"” and
considering the others as “typical OFMT".? Despite
the presence of focal hypercellular areas, the mitotic
activity was minimal. Hence, the current case was
considered as a typical OFMT. Most of the reported
intraoral cases were typical OFMTs, with only one
exception, in which the recurrent tumor was classified
as malignant OFMT.™

The immunohistochemical (IHC) profile of
intraoral OFMT s similar to cases arising in extraoral
sites,® with frequent positivity for vimentin (6/6), and
S100 (4/6). Vimentin has been reported as being
diffusely positive, while S100 expression was only
focal, similar to the present case. GFAP and SMA
showed focal immunoreactivity in one case each,
but not in the present case. Other markers that can
occasionally be expressed in extraoral OFMT cases
(usually focally) are neurofilament, neuron-specific
enolase (NSE), CD56, CD10, and MSA. Single case
positivity for MSA and NSE was reported in intraoral

7-10
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OFMT cases. Cytokeratins, AE1/AE3, desmin, CD34,
calponin, p63, EMA, CD68, and CD99 were negative.
Epithelial markers (cytokeratins, pan-cytokeratins,
and EMA) have been described with focal and weak
expression in cases with reduced expression of S100,
particularly in malignant OFMT cases,?? however,
a single case report of malignant OFMT in the oral
cavity showed focal positivity for S100 and negativity
for cytokeratins.’ The IHC profile was supportive
of neuroectodermal differentiation of this lesion,
although myoepithelial differentiation has also been
suggested.?® However, in the broad profile of IHC of
this lesion, it was difficult to determine the precise line
of differentiation.

The range of differential histological diagnosis
is broad, particularly in atypical cases of OFMT. It
includes myxoid neurofibroma, peripheral nerve sheath
tumor, low-grade fibromyxoid sarcoma, solitary fibrous
tumor, ectomesenchymal chondromyxoid tumor (ECT),
myoepitheliomal tumors, and glomus tumor (GT).
Myoepithelioma is a salivary gland tumor formed by
neoplastic myoepithelial cells that exhibit different cell
shapes that varies from round to ovoid to fusiform
surrounded by fibrous, hyaline, or fibromyxoid matrix.
However, no chondroid or osseous metaplasia are
found and myoepithelial markers, such as P63 and
calponin, are positive.” ECT also displays round to
ovoid to fusiform cells with chondroid formation
surrounded by fibromyxoid matrix, differing from
OFMT in multilobulated aspect and absence of fibrous
capsule and osteoid or bone formation.' Furthermore,
ECT affects almost exclusively the tongue and is positive
for GFAP.'8° GT is characterized by an encapsulated
proliferation of epithelioid cells surrounded by
numerous vessels with different sizes in a myxoid
stroma. The neoplastic cells of GT are negative for
S100.2° Additionally, all tumors mentioned above are
not associated with the presence of a peripheral layer
of lamellar bone.

Several studies have identified by IHC or
fluorescence in situ hybridization (FISH) a mosaic
pattern loss of INI-1 expression (integrase interactor 1/
SMARCB1/hSNF5/BAF47) in approximately 30 to 60%
of neoplastic cells in up to three-quarters of extraoral
OFMT cases.??" INI-1 is a tumor suppressor gene located
on chromosome 22q11.2 that encodes a protein
expressed essentially in all nucleated cells.?? The mosaic
loss inactivation of this tumor suppressor gene in

8-10

OFMT, including typical and malignant forms, has also
been suggested as a role in tumorigenesis.? However,
INI-1 conserved expression has been identified in other
studies, and the molecular mechanisms of this event in
OFMT remain unclear.?®* To the best of our knowledge,
this is the first intraoral OFMT case reported in the
English-literature that analyzed the immunoreactivity
of INI-1. An intact nuclear expression was observed in
all tumor cells.

OFMTs have been characterized as tumors with
intermediate clinical behavior, although the majority
behave in a benign manner. Some tumors present
with local recurrence or rarely metastasizing to distant
locations. Surgical excision is reported as the treatment
of choice for OFMT."3 The majority of reported intraoral
cases followed a benign course, with no evidence of
recurrence or metastasis. Miettinen et al.! reported
that 22% of 104 cases had recurred, which usually
manifested more than 10 years after the initial
diagnosis, emphasizing that OFMT has a potential
for late local recurrence, but no metastases were
detectable in these cases. The locally recurrent tumors
have been described with similar features as the
nonrecurrent lesions, although some recurrent cases
can exhibit increased cellularity and mitotic activity.?* An
intraoral OFMT case reported by Ohta et al.'? recurred
after 4 years of the primary diagnosis, presenting
higher cellularity and mitotic activity, resulting in
the recurrent tumor being diagnosed as a malignant
OFMT. In a study conducted by Graham et al.,? 33%
of patients diagnosed as malignant OFMT had adverse
events, in which 2 patients had local recurrence, 3 had
distant metastases, and 3 died from the disease. Finally,
one intraoral case was reported as malignant OFMT,
without evidence of metastatic tumor.'

CONCLUSION

In summary, OFMT is a soft tissue benign
mesenchymal neoplasm with intermediate biologic
behavior and rarely involves the oral cavity. Despite its
usual benign clinical course, the correct diagnosis is
important due to the risk of late local recurrence and
eventual metastasis, although the latter not yet reported
in intraoral cases. Thus, it is important to consider this
lesion in both clinical and histopathological diagnosis
of fibromyxoid soft neoplasms in the oral cavity and
to have a long-term follow-up.

Autops Case Rep (Sao Paulo). 2021;11:¢2020216
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