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Atypical Spindle Cell Lesion of Larynx: A Rare Benign
Condition mimicking Malignancy
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ABSTRACT

Atypical spindle cell lesion of larynx is a very rare condition
usually misdiagnosed as malignant spindle cell tumor, requiring
immunohistochemical (IHC) studies for reaching a correct
diagnosis. We present a case of a 75-year-old male patient, who
presented to the ear, nose, and throat casualty in stridor, and was
tracheostomized. Videolaryngoscopy revealed a huge irregular
growth filling the supraglottis. Biopsy of the growth suggested
a reactive fibroblastic proliferation with atypia. The patient was
again subjected to biopsy and it revealed well-differentiated
squamous cell carcinoma (SCC). Total laryngectomy was done.
The specimen on histopathological examination revealed atypical
spindle cell lesion, and on IHC revealed a benign inflammatory
spindle cell neoplasm. Here, we discuss the difficulty in making
a decision on definitive treatment for such a condition and the
importance of histopathological diagnosis of this condition for
better understanding of its management.
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INTRODUCTION

Atypical spindle cell lesion of larynx, which is a
pseudosarcomatous myofibroblastic proliferation, has
been described under an impressive variety of names,
including inflammatory pseudotumor, pseudosarcomatous
myofibroblastic tumor, pseudosarcomatous myofibroblastic
proliferation, pseudosarcomatous fibromyxoid tumor, or
even nodular fasciitis.! Those arising preceding the
instrumentation are called as postoperative spindle cell
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nodule,>® and those arise spontaneously are called as
inflammatory pseudotumors.*”

The major controversy is focused on whether the
lesion is neoplastic or reactive.

Differential diagnosis includes inflammatory
myofibroblastic tumor (IMFT) and spindle cell sarcoma,
which needs IHC for reaching a diagnosis, in order to
plan the treatment.

The situation becomes difficult for the surgeon,
especially in conditions where the initial biopsies show a
benign nature of the tumor and is clinically in discordance
with the symptoms and signs of presentation of the patient.

CASE REPORT

A 75-year-old male patient, who is a retired school
headmaster, presented to the casualty of ear, nose, and
throat department in stridor. He developed difficulty in
breathing, which was insidious in onset and gradually
progressed over a period of 5 months. He also had
significant weight loss in this period.

Videolaryngoscopic (VLS) examination revealed
ulceroproliferative mass covered with slough, occupying
the supraglottis, completely obscuring the view of
laryngeal inlet (Fig. 1).

Emergency tracheostomy was done. Later, the patient
was subjected to a direct laryngoscopic biopsy. In the first
biopsy, features were suggestive of reactive fibroblastic
proliferation with atypia (Fig. 2).

Ulceroproliferative
mass covered with
slough filling the
supraglottis; completely
obscuring the view

of laryngeal inlet

Fig. 1: Preoperative VLS finding in the patient showing ulceropro-
liferative mass covered with slough, occupying the supraglottis and
completely obscuring the view of laryngeal inlet
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Figs 2A to C: Loosely arranged fascicles and bundles of thin elongated-to-plump spindle cells. Few of them show

nuclear enlargement and atypia. There is tissue edema and inflammatory infiltrate suggestive of reactive fibroblastic

proliferation with atypia

This diagnosis was in discordance with the clinical
presentation of the patient and the nature of the mass, so
biopsy was repeated. This biopsy features were sugges-
tive of atypical spindle cell nodule. The IHC study was
performed and it did not suggest malignancy and was in
favor of reactive process with nonspecific inflammation
and fibrosis. Biopsy was repeated 4 months later. This
time, the histopathological examination (HPE) report was
suggestive of well-differentiated squamous cell carcinoma
(SCC). Considering the clinical condition of the patient, di-
rectlaryngoscopic examination findings, and HPE report,
total laryngectomy was planned and executed (Fig. 3).

The specimen was sent for HPE, and was suggestive
of atypical spindle cell lesion. The IHC revealed the
following features (Table 1), which was suggestive of
atypical spindle cell lesion (Fig. 4).

No further treatment in the form of radiation or
chemotherapy was advised as it is a benign lesion.

Table 1: Immunohistochemistry of the specimen

Pancytokeratin: Negative

CD68: Positive in some spindle cells

Myogenin: Negative

Smooth muscle actin (SMA): Positive in blood vessels
CD34: Positive in blood vessels and negative in spindle cells
ALK: Negative

S100: Positive in few spindle cells

Follow-up of the patient until date from the time of
surgery i.e., for 11 months, remains unremarkable and
the patient has put on weight.

DISCUSSION

Whether these spindle cell lesions should be considered
as true neoplasms or exuberant reactive lesions is a
controversy because there is evidence to support both.?
Although pseudosarcomatous myofibroblastic tumor
should be suspected in case of spindle cell lesion, other
benign and malignant spindle cell lesions should be
considered.

Pseudosarcomatous myofibroblastic proliferations
are characterized by conspicuous inflammatory cells,
prominent vasculature, and variable cellularity. Mostly,
these lesions present as exophytic nodular polypoidal
intraluminal lesions, extending deeply from where they
arise.”

The lesions may be soft or firm depending on the
amount of the fibrous and myxoid components.

On microscopic examination, these lesions are
characterized by presence of proliferation of spindle-
to stellate-shaped cells often like a “tissue culture like
appearance,”’ reminiscent of nodular fasciitis. The cells
lack cytological atypia and have bipolar or stellate-shaped
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Figs 3A to D: Proliferative mass occupying the supraglottis completely
obliterating the laryngeal inlet (Laryngectomy specimen)

cytoplasmic process. The cells are widely separated and
haphazardly distributed in a myxoid stroma composed
predominantly of hyaluronic acid. Mitotic figures (MF)
are present usually fewer than 1 to 2 MF/10 high-power
field (HPF)."” A mixed inflammatory infiltrate composed
of lymphocytes, plasma cells, eosinophils, and occasional
mast cells is usually conspicuous.

Some cases have histological features that cause
great concern for malignancy. Some have brisk MF of
20 MF/10 HPE."

Immunohistochemically, the spindle cells stain
strongly for vimentin, muscle-specific actin, SMA, and
desmin. In addition, many cases show focal or often
diffuse staining for cytokeratin." 13 Significant amount of
lesions also shows staining for ALK (our case is negative
for ALK). However, the malignant transformation is
independent of ALK expression.

The IMFT is an enigmatic lesion composed of
myofibroblastic spindle cells with an inflammatory
infiltrate of plasma cells, lymphocytes, and eosinophils.*

They are typically smooth, polypoidal, or nodular with
a fleshy-to-firm consistency. They range from 0.4 to
3.5 cm. Histologically, they consist of inflammatory cells
and spindle—fibrous components. They present clinically
with hoarseness of voice, infrequently with foreign
body sensation in throat and with airway compromise.
Sometimes, they may present with associated constitutional
symptoms like fever, impaired growth, weight loss, and
malaise. Coffin et al'® described 12 cases of head and neck
IMTs among 84 extrapulmonary IMTs, and only 3 were
located in the larynx. One problem for surgeons is the lack
of a line of demarcation surrounding the lesion. Radical
surgery is reserved for more aggressive cases. However, a
total laryngectomy was necessary only in one of all IMTs
reported. Some patients profit from corticosteroid and
nonsteroidal anti-inflammatory treatment.

Clinically, IMT can mimic a neoplastic process.
Patients suffer from hoarseness, dysphonia, or foreign
body sensations in the throat. Constitutional or systemic
signs (fever, weight loss, anemia) are usually missing in
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Figs 4A to Q: The IHC of the specimen: (A) Spindle cell neoplasm
(100x%); (B) cellular area; (C and D) focal myxoid areas (200x);
(E) mitotic figures (400x%); (F and G) admixed inflammatory cells
(200%); (H and I) necrotic areas (200%; hematoxylin and eosin
stain); (J) vimentin showing focal positivity; (K) ALK negativity;
(L) CD68 positive histiocytes; (M) S100 positive in scattered spindle
cells; (N) desmin negative; (O) SMA negative in spindle cell and
vessel smooth muscle showing positivity; (P) CD34 highlights blood
vessel; and (Q) pancytokeratin negativity

extrapulmonary IMTs. Systemic alterations have only
been reported in one laryngeal IMT.'¢
The diagnosis of IMTs can be difficult due to the wide
morphological spectrum. Coffin et al'® have described
three morphologic patterns:
1. Spindle cells in a myxoid background with a vascular
and inflammatory component (nodular fasciitis-like).
2. Compact spindle cells in a solid confluent area or
as irregular foci in areas of dense collagen (fibrous
histiocytoma-like).
3. Collagen dense patternsimilar to desmoid fibromatosis.
In our case, the first biopsy was reactive fibroblastic
proliferation with atypia. Next biopsy was atypical
spindle cell lesion. On repeat biopsy, it presented as

well-differentiated SCC. Finally, the histopathological
diagnosis of the specimen after total laryngectomy with
IHC is suggestive of atypical spindle cell lesion.

Spindle cell carcinoma (SPC) is also an important
differential diagnosis. But, if the diagnosis cannot be
made based on conventional histomorphology, it becomes
even more difficult. Typically, SPCs contain pleomorphic
malignant spindle cells with mitoses (including atypical
mitoses). Most of them are associated with epithelial dys-
plasia or common SCC. However, IHC will differentiate
SPC from IMFT (SPC: Cytokeratin and vimentin positive,
ALK-1 negative vs IMT: ALK-1 and vimentin positive,
cytokeratin negative). Problems arise in an ambiguous
staining pattern — SPCs express cytokeratins only in
40 to 85% and IMTs in up to 75%.

The reason behind doing an IHC technique in such
cases is to arrive at a diagnosis if the lesion is benign
or malignant, as it is ambiguous on a conventional
histopathology. However, it was difficult in making a
final diagnosis even after staining with a panel of IHC
markers in our case.

CONCLUSION

Atypical spindle cell lesion of the larynx is a rare
condition, which mimics malignancy. The reason for
discussing this condition is to highlight the difficulty
the pathologist faces in reaching a diagnosis and the
surgeon in making a decision between conservative
techniques and radical surgical procedures. In our case,
the lesion was huge as compared with a benign lesion,
and the clinical condition of the patient was suggestive
of a malignant condition, with one of the biopsy HPE
reports suggestive of well-differentiated SCC. Total
laryngectomy was performed.
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