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_ Ulcerative Stomatitis

Nina Zidar and Katarina Dimnik

(Clinical Presentation Pearls

A 44-year-old male with a 2-year history of dermatomyositis, « Oral ulcers are frequent in immunocompetent and

treated with corticosteroids, developed painful ulcers on the immunocompromised patients [1,2].

tongue and hard palate, measuring up to 1 cm in the largest | They can be caused by various agents including tumors,

diameter. Incisional biopsy was performed. Following the precancerosis, infections (with fungi, bacteria, viruses),

biopsy diagnosis, he was treated with ganciclovir, and the trauma, mechanical irritation, and drugs.

ulcers slowly healed within the next 3 weeks and have not , biopsy is needed to make the correct diagnosis.

recurred. « Herpes viruses are the most common viral infection of
. the oral mucosa.

Histopathology « In an immunocompetent host, primary infection and

Biopsy shows oral mucosa with ulcers, covered by fibrinous reactivation are either asymptomatic or result in a

exudate with necrotic debris, with a few inflammatory cells self-limited disease.

(Figure 1). In the adjacent epithelium and in the exudate, there
are enlarged epithelial squamous cells (Figure 2A), some of
which are multinucleated and contain nuclear inclusions, sug-
gesting herpes simplex virus (HSV) infection, which was con-
firmed by immunohistochemistry (Figure 2B). In the
subepithelial stroma, some endothelial cells in small blood
vessels are enlarged, with large basophilic nuclei (Figure 3A),
suspicious for infection with cytomegalovirus (CMV), which
was also confirmed by immunohistochemistry (Figure 3B).

Diagnosis
Ulcerative stomatitis, caused by coinfection with HSV 1
and CMV.

Figure 1 Ulcerative lesion of the oral mucosa with fibrin deposits, necrotic Figure 2A The surface epithelium adjacent to the ulcer presents enlarged
debris, and few inflammatory cells. squamous cells, sometimes with multiple nuclei.
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Case 1: Ulcerative Stomatitis

Figure 2B Nuclear positivity for HSV.

« In an immunosuppressed host, primary infection and
reactivation, particularly with CMV, may result in a severe
disease, with a high mortality rate.

« Diagnosis can usually be made on the basis of characteristic
morphologic features.

« Sometimes CMV inclusions are small, without the halo,
also referred to as atypical inclusions, and in these cases,
immunohistochemistry and/or polymerase chain reaction
(PCR) is needed to confirm the diagnosis [3].

« Coinfection with HSV and CMV is well documented in
HIV-positive patients but can also occur in other
immunosuppressed patients [4,5].

Figure 3A Some of the endothelial cells of subepithelial vessels are enlarged,
suggesting infection with cytomegalovirus.

Pitfalls

« HSV infection in the oral mucosa is usually easily
recognized on the basis of characteristic morphologic
features, while CMV infection can be missed,
particularly when the characteristic viral inclusions are
not present.

It is clinically important to recognize CMV infection, as
it suggests the possibility of a systemic CMV disease,
which is associated with high morbidity and mortality.
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Figure 3B Nuclear positivity for CMV.
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_ Mucosal Leishmaniasis

Llucia Alos and Paola Castillo

Clinical Presentation

A 56-year-old woman with a clinical history of rheumatoid
arthritis for 15 years was on treatment with methotrexate,
corticosteroids, and TNF-a antagonists at the moment of the
current disease. The patient was admitted with a two-month
history of a progressive infiltrative mucosal tumor affecting the
upper lip, hard palate, and nasal septum (Figure 1A, B). Oral
antibiotics and antifungals were administered without clinical
improvement. Because of the progression of the lesions, two
biopsies from the lip were carried out. The clinical diagnosis of
lymphoma was initially suspected.

Histopathology

Histopathology revealed a diffuse polymorphic cellular infil-
trate composed of small mononuclear inflammatory cells,
mostly lymphocytes and histiocytes (Figure 2A, B). Ulceration
and areas of necrosis were observed (Figure 2C). High-power
magnification showed numerous small, round, basophilic
intracellular amastigotes with kinetoplasts, indicative of leish-
maniasis (Figure 2D). The polymerase chain reaction (PCR)
for Leishmania-specific DNA sequencing was positive for
Leishmania infantum.

Diagnosis
Mucosal leishmaniasis
inflammatory reaction.

(ML) with pseudolymphomatous

-

Pearls

o Leishmaniasis is a prevalent disease in 88 countries across
four continents and it is endemic in Mediterranean
countries.

« Estimates suggest that 1.6 million new cases are reported
annually; however, the real burden of ML is largely
unknown [1].

o Leishmaniasis is a vector-borne disease that is transmitted
by sandflies and caused by obligate intracellular protozoa
of the genus Leishmania.

o Human infection is caused by about 21 species that infect
mammals.

o The different species are morphologically
indistinguishable, but they can be differentiated by
isoenzyme analysis, molecular methods, or monoclonal
antibodies [2].

« ML is a destructive disease that predominantly affects the
larynx, oral cavity, and nose [3].

« The histological features of ML may vary from a
nonspecific polymorphic infiltrate to a granulomatous
inflammatory reaction, with or without necrosis [4-6].

« The diagnosis of the disease is based on the
demonstration of Leishmania amastigotes in the mucosal
lesions through a Giemsa stain [4,6,7] or
immunohistochemistry [8].

(B)

Figure 1 A 56-year-old woman with a two-month history of a progressive infiltrative mucosal tumor. (A) The tumor ulcers affect the upper lip. (B) The tumor

also affects the hard palate.
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(A)
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Case 2: Mucosal Leishmaniasis

Figure 2 Histopathology. (A and B) Diffuse polymorphic cellular infiltrate composed of small mononuclear inflammatory cells, mostly lymphocytes and
histiocytes (hematoxylin and eosin, 100x and 200x, respectively). (C) Ulceration of the epithelium (hematoxylin and eosin, 100x). (D) Numerous small, round,
basophilic intracellular amastigotes (red circles) indicative of leishmaniasis (hematoxylin and eosin, 400x).

« However, sometimes, there are too few parasites in
the lesions to be visualized by microscopy, and more
sensitive tests to evaluate ML such as the
identification of Leishmania DNA by PCR are required
[9,10].

o In up to 30% of the cases, ML appears after a treated
cutaneous leishmaniasis. Of note, after diagnosis, this
patient revealed a past history of cutaneous leishmaniasis
(Figure 3).

Pitfalls

o Depending on the clinical setting (e.g.,
immunosuppression), it is mandatory to rule out
lymphoproliferative disorders, especially those associated

with immunosuppression, which usually are Epstein—Barr

virus driven, such as natural killer/T-cell lymphomas, nasal
type, and lymphomatoid granulomatosis, both

showing positive in situ hybridization for EBV in atypical
cells.

NK/T-cell lymphoma, nasal type, usually affects nasal
cavities with extension to adjoining tissues and oral cavity
and exhibits atypical CD56+ cytotoxic T cells.

In contrast, lymphomatoid granulomatosis shows an
atypical B-cell proliferation associated with exuberant
T-cell reaction.

Although rarely reported in the nasal cavity, peripheral
T-cell lymphomas should be also ruled out since

the histological features may include admixed
inflammatory cells and even clusters of epithelioid
histiocytes [11].
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Case 2: Mucosal Leishmaniasis

Figure 3 Cutaneous leishmaniasis. (A) Leg skin biopsy showing a cellular infiltrate and ulceration (hematoxylin and eosin, 100x). (B) In this biopsy, intracellular
amastigotes of leishmaniasis are easily observed (hematoxylin and eosin, 400 ).

o Other differential diagnoses are inflammatory conditions, « Some specific infectious processes that can also cause

such as granulomatosis with polyangiitis (Wegener),
which usually show an inflammatory component, with
lymphoid cells and histiocytes; however, necrotizing
vasculitis of medium-sized vessels is a characteristic feature

not seen in ML.
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_ Oral Lichen Planus

Llucia Alos and Paola Castillo

Clinical Presentation obscured the junction of the epithelium and lamina propria
An 84-year-old woman presented reticulate, lace-like and  (Figure 2). Liquefactive degeneration of the basal layer with
white keratotic bilateral lesions in the oral mucosa. No bullous ~ subepithelial clefts and necrotic degenerated keratinocytes
or ulcerated lesions were observed (Figure 1). The diagnosis of ~ (Civatte bodies) were seen (Figures 3 and 4). Dysplasia was
oral lichen planus (OLP) was suspected and one lesion was  not observed.
biopsied.

Diagnosis
Histopathology Oral lichen planus.
The lesion was composed of a dense, band-like, and lympho-
cytic inflammatory infiltrate in the superficial stroma, which  Pearls

o OLP usually involves the buccal mucosa (up to 90%),
gingiva, dorsum of the tongue, labial mucosa, and lower
vermilion lip. Less common sites include the palate,
upper lip, and floor of the mouth [1,2].

o Women are more commonly affected than men. Onset
of disease occurs around the fifth or sixth decade of
life [1,2].

« Etiology of OLP is unknown. However, infectious,
autoimmune, and genetic causes have been proposed.
The association with hepatitis C-infection and
human leukocyte antigen (HLA)-DR and HLA-DQ
has been observed by some authors [2,3].

o OLP is a subacute to chronic disease with rare remission
[2]. A malignant transformation of OLP has been
reported from 0.8% to 3% of cases [2,4].

‘ Pitfalls
9 o Oral lichenoid drug reactions and oral lichenoid
Figure 1 Oral lichen planus, clinical image. The lesion exhibits a reticulate and contact reactions may be histologically indistinguishable

white keratotic appearance.

Figure 2 Oral lichen planus, histology. The lesion
is composed of a dense, band-like, lymphocytic,
and superficial inflammatory infiltrate (hematoxylin
and eosin, 40x).
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Figure 3 Oral lichen planus, histology. The inflammatory infiltrate obscures the
junction of the epithelium with irregular epithelial hyperplasia. Dysplasia is not

observed (hematoxylin and eosin, 200x).

el i -

Case 3: Oral Lichen Planus

Figure 4 Oral lichen planus, histology. Hydropic degeneration and necrotic
keratinocytes (Civatte bodies) are observed in the epithelium (hematoxylin and
eosin, 400x).

« The differential diagnosis of OLP includes the lichenoid
dysplasia, a variant of oral epithelial dysplasia [6].
« To perform the diagnosis of OLP, a clinicopathological

correlation is mandatory [7].

from OLP. However, both entities generally resolve once
the causative agent has been eliminated [5].
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_.! Proliferative Verrucous Hyperplasia

Alessandro Franchi

Clinical Presentation
A 69-year-old nonsmoking female presented with multiple

white plaques with irregular, rough surface on the gingiva of

the mandible and palate.
Histopathology

The incisional biopsy of the larger lesion showed verruciform
hyperplasia of the surface epithelium, marked hyperortho- and
parakeratosis, and presence of mild atypia, with few suprabasal
mitotic figures (Figures 1-3). A chronic lymphohistiocytic
infiltrate of the interface was also noted.

Diagnosis
Proliferative verrucous hyperplasia.

Pearls

o Proliferative verrucous leukoplakia is a distinctive and
aggressive form of oral precancerous lesion, which is
associated with high recurrence and malignant
transformation rates [1,2].

« It is mostly seen in older women (>60 years) and it is not
associated with the usual risk factors for oral cancer,
including tobacco and alcohol use [1].

« No association with HPV or other viruses has been
detected as well.

« DProliferative verrucous leukoplakia is a multifocal disease
which more frequently involves the gingiva, the alveolar
mucosa, the palate, while the tongue and the floor of the
mouth are less frequently involved [1,2].

Figure 1 Low power view showing marked verruciform hyperplasia of the
surface epithelium. A chronic lymphohistiocytic infiltrate of the interface is also
present.

 The risk of malignant transformation is high (around 70%)
and progression occurs to either verrucous squamous cell
carcinoma or conventional squamous cell carcinoma [3,4].

Pitfalls

« In the early stages, proliferative verrucous leukoplakia lacks
dysplasia, resulting in an underestimation of the risk of
progression.

o The frequent presence of interface band-like inflammation
may induce the misdiagnosis of lichen planus, which
however does not present signs of atypia.

Figure 2 There is marked hyperortho- and parakeratosis and presence of
mild atypia.

Figure 3 A supra-basal mitotic figure is present in this field.
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