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CLINICAL ARTICLE

Plasma Cell Mucositis: A Clinical Conundrum
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ABSTRACT Plasma cell mucositis (PCM) is an unusual disorder most evi-
dent in the accessible mucosa and usually reported in the upper aerodi-
gestive tract, although it is named according to its specific anatomical site
of involvement, such as plasma cell cheilitis, plasma cell gingivitis, plasma
cell vulvitis, and Zoon'’s balanitis. PCM reflects a dense polyclonal, rather
than a monoclonal, plasma cell proliferation of unclear and unknown eti-
ology. This perplexing disorder tends to be treated by avoiding possible

triggers and intralesional and/or systemic steroids. Herein we review and
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INTRODUCTION

Plasma cell mucositis (PCM) is a rare benign
chronic inflammatory disorder of the upper aerodi-
gestive tract (UADT), characterized by intensely red
mucosa with variable surface alterations. Tissue
analysis reveals dense polyclonal plasma cell pro-
liferation. Symptoms can include pain, dysphagia,
sore throat, and hoarseness depending on the ana-
tomical site affected. Similar non-neoplastic prolif-
erations of plasma cells at other bodily orifices have
also been described. Mucosal alterations of PCM are
typically diffuse, long-standing, and can involve vari-
ous sites within the upper aerodigestive tract, includ-
ing the oral cavity. The etiopathogenesis of plasma
cell mucositis remains unknown. Its diagnosis relies
on clinicopathologic correlation, with management
involving elimination of potential allergens/irritants
together with addressing symptoms. Many agents,
including steroids, have been tried, with varying out-
comes. Monitoring is advisable in order to address
potential adverse effects of therapy, progression of
disease to other sites, as well as clinical relapse.
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provide an update on PCM, which often represents a clinical conundrum.
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ILLUSTRATIVE CASE

A 71-year-old woman presented for evaluation
with red swollen oral tissues several months in dura-
tion. She reported minimal discomfort but expressed
concern about the appearance and texture of her
oral tissues. A detailed medical history failed to iden-
tify any precipitating factors such as change in diet,
medications, dentifrices, dental work, or cosmetics.
She was a non-smoker, did not chew gum, or use
mints and did not have chronic oral ventilation. A re-
view of the patient’s systems was negative for prior
or current gastrointestinal problems, dysphonia, dys-
phagia, dyspnea, or lesions in other mucous mem-
branes, including the genitalia. Past medical history
was significant for hypertension, anemia, and colonic
polyps, for which she was receiving appropriate care.
She reported no known drug or environmental aller-
gies. Her family history was non-contributory.

Extra-oral examination revealed perioral erythema
and upper lip fullness, but no facial asymmetry or palsy
(Figure 1). A non-tender, movable lymph node of about
% cm in size could be palpated in the left cheek. Intra-
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orally, labial, vestibular, and sublingual mucosa were
intensely erythematous and swollen, with firm, non-
tender proliferations and yellowish exudates within
the tissue folds. There was no mucosal ulceration, des-
quamation, or blisters. The gingiva was enlarged, with
spongy consistency (maxilla > mandible) and partially
covered crowns of the patient’s anterior teeth (Figure
2). Her dental/periodontal health was satisfactory. She
did not wear an oral prosthesis and had no evidence of
mucosal trauma from oral parafunction or physical irri-
tation. The clinical picture included hypersensitivity re-
action and local or systemic granulomatous conditions.

The patient was advised to maintain good oral
hygiene and use bland oral hygiene products. These
measures had no impact on the condition of her oral
mucosa. Microscopic tissue analysis revealed fibrous
hyperplasia with leukocytic infiltration, mainly with
plasma cells mixed with lymphocytes and neutro-
phils, spongiosis, superficial microabscesses, and
isolated non-caseating granulomas (Figure 3). Po-
larized microscopy was negative for foreign bodies.
PAS and AFB stains were negative for fungal and tu-
berculosis agents. Immunohistochemistry revealed
the polyclonal nature of plasma cells and excluded
a neoplastic process (Figure 4). Immunohistochemi-
cal staining for IgG subclasses also revealed less than
40% of plasma cells were positive for IgG4 and ruled
out IgG4-related disease.

The patient was subsequently evaluated by spe-
cialists from various medical disciplines to exclude
an underlying systemic etiology for buccal lymph-
adenopathy as well as isolated granulomas noted on
microscopic examination. Endoscopy revealed mod-
erate diverticulitis and polyps and excluded inflam-
matory bowel disease. Serum angiotensin converting
enzyme levels and chest radiography were within
normal limits and did not support further investiga-
tions for sarcoidosis. Rheumatology workup was also
essentially negative, with a few non-specific findings.
Extensive allergy testing was only positive for methyl
methacrylate, which proved non-contributory, and
excluded contact factors.

Extensive workup led to a presumptive diagnosis
of orofacial granulomatosis, for which she was treated
with weekly intralesional injections of triamcinolone
acetonide 10 mg/mL to address her chief complaint.
There was dramatic clinical improvement in the ap-
pearance of the lips and oral tissues after 4 weeks.
Mild clinical relapse 6 months later prompted further
histopathological review, and clinicopathologic cor-
relation led to a diagnosis of plasma cell mucositis — a
chronic proliferative plasma cell disorder of the oral
mucosa. The patient was educated about the be-
nign course of this inflammatory condition, possible

manifestations in other mucous membranes, as well
as its potential complications. The relapse gradually
resolved without further intervention; the patient’s
improvement has remained stable to date.

DISCUSSION

Plasma cell mucositis (PCM) is a chronic inflam-
matory mucosal disorder of the upper aerodigestive
tract which shares similar clinical and microscopic
attributes with plasma cell balanitis of Zoon first
described in 1952 as affecting the glans penis (1-
13). Similar non-neoplastic proliferations of plasma
cells at other bodily orifices such as the vulva, nares,
lips, buccal mucosa, tongue, gingiva, epiglottis, lar-
ynx, and trachea have also have been observed (1-
4,6,8,11,14-22). Although extremely rare (3), concur-
rent manifestation of plasmacytosis in the genital and
oral or cutaneous tissues has also documented (11).
These manifestations were often named according
to the specific anatomical site of involvement (3). Ex-
amples include plasma cell cheilitis, plasma cell gingi-
vitis, and plasma cell vulvitis, respectively describing
exclusive involvement of the lips, gingiva, and vulva
(3,12,20,21,23) as well as plasma cell orificial muco-
sitis or plasmacytosis circumoroficialis, representing
reactive plasma cell infiltration at the mucous mem-
branes of body orifices (8,10,13). Because of overlap
in the clinical and microscopic features of this distinct
entity, many experts collectively refer to the same
inflammatory process as mucous membrane plasma-
cytosis or PCM, irrespective of the site (3-4,6,12,21).
In this article, we also used the same terminology to
discuss the oral mucosal condition in our patient.

Plasma cell mucositis involving the oral cavity,
whether alone (1,2) or in association with other sites
within UADT, is rare (17). Coppola et al. (1) identified
92 studies on 158 patients with oral PCM published
until 2022. Mucosal alterations of oral PCM are typi-
cally long-standing and may or may not involve the
gingiva, although the gingiva is the most commonly
affected site within the oral cavity (1,3,21). In spite
of limited data because of low incidence, PCM of
UADT appears to have a slight predilection for men
(1.2:1) and older age groups, with the first mani-
festations often occurring in the forties and fifties
(2-3,13,15,19,21). The clinical presentation of PCM
is variable depending on the anatomical site of in-
volvement within the aerodigestive tract (4). When
the lips are involved, either exclusively or in conjunc-
tion with other mucosal changes within the upper
aerodigestive tract, they usually appear diffusely en-
larged, fissured, asymmetric, indurated, and non-ten-
der (12,21). Other potential findings include angular
cheilitis, papillary hyperplasia, and surface erosions,
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at times resembling solar cheilosis or even squamous
cell carcinoma (3,8,10,14,21,24-28).

Within the oral cavity, the gingiva is the most com-
monly affected site (29). When the gingiva is involved,
whether isolated or as part of a widespread process,
the tissue appears diffusely red, friable, spongy, and
can bleed easily on contact, manipulation, or even
spontaneously (2,3,12,23,24). At times, gingival sur-
face irregularities can resemble those seen in We-
gener’s granulomatosis (3). The affected oral mucosa
appears fiercely red, hyperemic, and edematous,
with variable surface alterations described as vel-
vety, plaque-like, lobulated, nodular, papillomatous,
ulcerated vegetative growth and cobble stoning (1-
4,9,11,13,15,16,18,19,21,24). Streaks of mucous may
be visible within tissue folds (18). The condition may
be asymptomatic or may manifest with a broad range
of symptoms, depending on the specific site of in-
volvement (1,3,4,13). In the oral cavity, patients may
experience swelling, soreness, pruritus, or sensitiv-
ity, a burning sensation on exposure to acidic/ spicy
foods or flavored oral hygiene products, and inability
to fully open the mouth (1-4,15,16,21,24).

This symptomatology can interfere with speech,
nutritional intake, and oral hygiene practices, affect-
ing the life quality of those affected (3,11,13,15). The
potential sequela of impaired oral hygiene include
plague accumulation, gingival inflammation, reces-
sion, and periodontal disease (3). Although gener-
ally considered benign (15), the clinical course of
PCM can be aggressive, particularly when involving
nasal, pharyngeal, laryngeal, tracheal, bronchial, and
esophageal mucosa (3,6). Functional complications
of tissue stricture or obstruction in these anatomical
sites include persistent hoarseness, sore throat, stri-
dor, wheezing, dyspnea, dysphonia, sleep apnea, dif-
ficulty breathing, choking sensation, pharyngitis, and
dysphagia (1-4,6,8,9,13,15,16,18,19,21). At times, the

airway compromise caused by laryngeal lesions can
prove life threatening and mandate aggressive in-
terventions, including tracheostomy and intubation
(6,17,18,21,25,30).

Although various theories have been postulated
regarding its etiopathogenesis, PCM is generally con-
sidered idiopathic (1-3,7,9,13,15-17,21). The anatomi-
cal proximity of mucosa to the outside environment
at bodily orifices could potentially expose it to a va-
riety of infectious, mechanical or antigenic stimuli,
causing an immune-mediated reaction in those who
are predisposed (3,31). Proposed triggers include in-
fectious agents such as candida, herpes simplex vi-
rus, or dental plaque bacteria, contact sensitization
to an unidentified environmental or dietary antigen
such as spices or flavoring agents in chewing gum,
foods or oral hygiene products as well as mechani-
cal irritation, micro trauma, parafunctional habits,
or actinic damage when the lips are involved (1-
3,7,9,11,12,22,23,32-34). A potential role for micro
trauma in the pathogenesis of PCM is supported by
development of inflammatory plasmacytosis in cuta-
neous tissues, the axillary region, and the genitalia,
which are prone to frictional contact and physical ir-
ritation (35). Simultaneous occurrence of plasmacy-
tosis in oral and genital mucous membranes is also
consistent with this idea.

An etiological role for contact hypersensitivity is
supported by the documented association between
the onset of oral PCM and exposure to contact aller-
gens in food, gum, and oral hygiene products as well
as its resolution following withdrawal of the offend-
ing trigger (24,36-39). In practice, however, allergy
testing or re-challenge tests for identification of the
causative agent often prove inconclusive (3,4,21,33).
Frequent development of plasma cell lesions in ana-
tomical sites typically associated with plaque such
as the gingiva and periodontium supports a role for

Figure 1. Frontal and profile view of the lips, demonstrating faint perioral erythema and upper lip fullness at the initial visit.
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Figure 2. Clinical presentation of the oral mucosa at the initial visit showing intensely red labial, vestibular, and sublingual
mucosa with firm, non-tender proliferations and yellowish exudates within the tissue folds. The gingiva was enlarged, with
spongy consistency (maxilla > mandible) and partially covered crowns of the patient’s upper front teeth.

bacterial plaque in PCM etiopathogenesis (1). On the
other hand, extension of gingival changes beyond
the marginal gingiva in PCM and the partial or lack
of response to plaque removal suggest additional
factors are likely involved (1). Interestingly, there is
evidence that many affected patients also have au-
toimmune or immune-mediated comorbidities such
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as Sjogren’s syndrome, rheumatoid arthritis, psoria-
sis, polymyositis, Crohn’s disease, or diabetes either at
the same time or develop them metachronously (1-
3,13,15-17,19,21-23,40), an observation which points
to an etiological role for immunity.

The diagnostic work up of PCM affecting the
oral cavity should start by excluding potential local

o

Figure 3. Histology photomicrographs illustrating A) low, hematoxylin and eosin (H&E) x40, B) medium, H&E x100, and C)

high, H&E x400 power magnifications of segments of the mucosa surfaced by stratified squamous epithelium and contain-
ing diffuse inflammatory cells (predominantly plasma cells mixed with lymphocytes and neutrophils) within hyperplastic
connective tissues. Panel D is a high-power magnification micrograph illustrating a non-caseating granuloma with multi-
nucleated giant cells.
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causes such as poor oral hygiene, compromised den-
tal/periodontal health, and chronic oral ventilation,
which could promote similar mucosal alterations (1).
The potential for multifocal manifestations of PCM
within the upper aerodigestive tract (UADT) warrants
careful consideration and possible evaluation includ-
ing by nasoendoscopy as needed (3,34). A thorough
evaluation should include identification and elimi-
nation of any underlying contact allergy (1,3,10,17).
Questions should include the patient’s use of the
oral/perioral lipsticks, chewing gums, candies, mints,
dentifrices, mouthwashes, and topical medicaments
which contain cinnamon, chili pepper, and flavor-
ing agents (1,8,12,23). Attention to the timeline of
onset and pattern distribution in the oral cavity (for
example, areas of contact with dental prosthesis) is
also important and may support or refute the suspi-
cion of contact allergy (4). Patients should be advised
to practice gentle, thorough oral hygiene with bland,
unflavored, and sodium lauryl sulfate (SLS)-free den-
tifrices (5). When indicated, a dietary elimination
approach, patch testing, and a biopsy specimen to
exclude a local hypersensitivity reaction may be con-
sidered (2-4,22,33-34).

Distribution and morphological features of oral
mucosal lesions generally guide development of a
prioritized list of clinical differentials for plasma cell
mucositis (3). Differential diagnoses include a wide
variety of disorders such as oral lichen planus, im-
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munobullous disorders, granulomatous conditions,
infectious diseases, hematologic or epithelial neo-
plasias, contact reactions, and other entities (1,3-
4,9,12,13,15,17,18,21,25,34,41-43). Mucosal erythema
in the context of fungal infection, as with erythema-
tous candidiasis, may resemble the patchy and dif-
fuse erythema seen in PCM, but can be differentiated
from it by exfoliative cytology for KOH preparation,
microscopic examination of tissue biopsy for candida
hyphae, a periodic acid Schiff stain, or by assessing
response to empirical antifungal therapy (4,8-9).

Erythroplakia is an atypical mucosal lesion with
premalignant potential. This velvety red patch is typi-
cally solitary rather than diffuse, as seen in PCM, and
can be excluded by tissue sampling and microscopic
evaluation. Gingival/mucosal erythema in oral lichen
planus (LP) and oral mucous membrane pemphigoid
(MMP) resembles PCM. All three conditions typically
affect older individuals, but in contrast to PCM, which
primarily affects men, LP and MMP are predominant
in women (25). The affected oral mucosa in LP and
MMP are typically desquamative or ulcerated, com-
pared with PCM in which ulceration is uncommon
(25). In addition, LP and MMP do not present with
nodular or warty surface features typical of PCM (25).
Furthermore, each of these conditions have charac-
teristic microscopic findings allowing their differen-
tiation (25) (subepithelial lymphocytic band and epi-
thelial basal cell layer degeneration in LP, subepithe-

P S

Figure 4. Immunohistochemical photomicrographs demonstrating positive staining of mature plasma cells with A) CD138,
B) kappa light chain, and C) lambda light chain, but not for D) CD20. This immunostaining pattern supports a polyclonal
plasma cell population.
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lial vesiculating mucositis in MMP, and plasmocytic
infiltration in PCM).

Indurated swelling and fissuring of the lips or oral
tissues in PCM should be differentiated from angio-
edema as well as granulomatous conditions such as
cheilitis granulomatosa, Crohn’s disease, sarcoidosis,
and orofacial granulomatosis (4,8,10,12,21,22,41,42).
Angioedema has an acute onset, is edematous rather
than indurated or nodular in texture, and has a tran-
sient course. The aforementioned granulomatous
conditions are chronic and demonstrate non-caseat-
ing granulomas rather than plasma cell infiltration on
tissue biopsy (4,8,10,12,22). Evaluation of ACE levels
on serology will also be helpful in screening for sar-
coidosis (3).

Diagnosis of plasma cell mucositis relies on the
histopathological evidence of a dense, subepithelial
infiltrate of predominantly plasma cells and pseudo-
epitheliomatous hyperplasia (i.e. psoriasiform epi-
thelial changes) after exclusion of conditions of neo-
plastic and infectious etiology which share a similar
microscopic appearance (1-4,13,17,25,31). Infiltrating
plasma cells are mature, without pleomorphism, nu-
cleoli prominence, or atypia)(1-4,17,25,33). Other less
specific histopathological findings reported in PCM
include acanthosis, spongiosis, neutrophilic exocyto-
sis, secondary microabscesses in the surface epithe-
lium, and occasional presence of Russell bodies, i.e.
collection of immunoglobulin within the plasma cell
cytoplasm (1-4,13,22,25,33,34).

The major microscopic differentials for oral mu-
cosa plasmacytosis include reactive conditions such
as plasma cell gingivitis and plasma cell granuloma,
neoplastic lesions such as extramedullary plasmacy-
toma (EMP), infectious diseases such as secondary
syphilis, and idiopathic PCM (2,8,18,21). Since these
conditions differ in both management and prognosis,
their differentiation is highly relevant and critical (2).
An important diagnostic feature of PCM is the poly-
typic nature of plasma cell infiltrate (1,18,34). Neo-
plastic monoclonal plasma cell expansion such as
multiple myeloma or plasmacytoma can be excluded
by immunohistochemical staining (for the CD138
marker) or in situ hybridization (for kappa and lambda
light chains) of fresh and paraffin-fixed tissue samples
(1,3,7,17). Other techniques used in the clinical set-
ting to exclude plasma cell dyscrasias include immu-
noglobulin serology, serum protein electrophoresis,
evaluation of urine for Bence Jones proteins, periph-
eral flow cytometry, and gene rearrangement studies
(2-4,18,21).

Extramedullary mucocutaneous plasmacytoma
(EMP) is a soft tissue plasma cell tumor primarily
found in older men (50-60 years of age) (2,18,44). It

is rare (<1-2%), often asymptomatic, and typically
starting within the mucosa-associated lymphoid tis-
sue (MALT) in the upper respiratory tracts and, more
specifically, the supraglottic larynx (2,18,21,44). In
contrast to PCM in which plasmacytic infiltration
is diffuse and polyclonal, EMP represents a solitary
(unifocal) proliferation of monoclonal plasma cells
(2,4,17,18). Although rare in the oral cavity, EMP can
involve the alveolar tissues and cause pain and tooth
mobility (2). It must be distinguished from plasma cell
predominant B-cell pseudolymphoma (45).

Plasma cell granuloma is an inflammatory pseu-
dotumor comprised of polyclonal plasma cells (46).
This benign solitary lesion typically affects the lungs
but has also been documented in the oral cavity (46).
When involving the gingiva, plasma cell granuloma
may be considered a focal variant of plasma cell gin-
givitis, and chronic antigenic exposure may have a
role in its etiopathogenesis (46). For example, local
periodontitis, periradicular inflammation, and foreign
bodies can promote reactive plasmacytic prolifera-
tion (46). The solitary nature of plasma cell granuloma
could help differentiate it from diffuse and multifocal
lesions of PCM (25,46).

Patients with secondary syphilis may experience
oral manifestations; microscopic examination of the
affected tissue can reveal plasma cell infiltration simi-
lar to PCM (2,47-50). However, the presence of his-
topathological findings unique to syphilitic lesions
such as unusual epithelial hyperplasia, endarteritis,
neuritis, and detection of spirochetes on silver stain-
ing of tissue specimen together with serological tests
for syphilis, could help differentiate it from PCM as
the cause for mucosal lesions (2,4).

Diagnosis of PCM can prove challenging; initial
misdiagnosis is not uncommon (3,13,21). Arrival at
the correct diagnosis often requires multidisciplinary
collaboration, exclusion of benign and malignant
conditions with overlapping clinical and histopatho-
logical features, and clinicopathologic correlation (2-
4,13,15,19,21). This illustrative patient was an elderly
woman. She was minimally symptomatic and primar-
ily complained of labial fullness and change in the ap-
pearance and texture of her upper lip and oral tissues.
Orofacial alterations in this patient were diffuse and
multifocal, with streaks of mucous within tissue folds.
A thorough history and clinical exam did not identify
a local allergenic or infectious culprit; allergy testing
did not support a hypersensitivity reaction. Although
the clinical appearance of mucosal erythema and mi-
croscopic presence of neutrophilic microabscesses
in the superficial epithelium appeared to suggest
chronic candidiasis (22), there were no fungal hy-
phae on histology or PAS staining. Tissue analysis
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Table 1. A summary of various therapeutic approaches/agents for PCM reported in the literature

Approach

Agent Efficacy

Withdrawal of suspected

Toothpaste (36-38,57)
allergen/irritant

Qat chewing (9)
Dental prosthesis (8,58)

Periodontal/dental intervention (12)
Gum chewing (24,36,38)

Food ingredients (39,59)

LK<

Corticosteroids

Systemic steroids (2,11,13,16,19,21,38,58,60)
Systemic and topical steroids (4,17)

Topical steroids (17,18,61,62)

Intralesional steroids (63,64)

Intralesional & topical steroids (12,33)

Topical or systemic
immunosuppressive/
modulating agents

Cyclosporine (11)
Methotrexate (13)

Dapsone (11,13,60)

Topical tacrolimus (52,53)
Mycophenolate mofetil (13,19)
Hydroxychloroquine (60)

Oral steroids + mycophenolate mofetil & Dapsone (19)

<< LK< <

<

Excision (10,51)
Tracheostomy (25,30)

Electrocoagulation (65)
CO2 laser (25,66)
Cryotherapy (67)

Debulking procedures

Plasma coagulation & debridement (6)

Low dose radiotherapy (30)

LK<

Antifungals (38)

Miscellaneous Oral griseofulvin (14)

Colchicine (13,60)

Topical 2% fusidic acid (54,55)

Monoclonal antibody Adalimumab (13)

LKL [|[LS<LK<L<<

<

uncovered massive subepithelial inflammation pri-
marily made of normal-appearing plasma cells. Im-
munohistochemistry excluded plasma cell dyscrasia
and lgG4-related disease. Presence of isolated granu-
lomas on tissue analysis led to additional evaluations
and ruled out a foreign body reaction, tuberculosis,
sarcoidosis, and inflammatory bowel disease. The
patient was initially thought to have orofacial granu-
lomatosis and responded to intralesional steroids.
However, a mild clinical relapse six months later led
to re-examination of histopathology centered on
massive subepithelial plasmacytic infiltration rather
than isolated granulomas. Clinicopathologic correla-
tion ultimately led to the diagnosis of idiopathic PCM.

Plasma cell mucositis is generally a benign condi-
tion. There is no evidence for its progression to a plas-
ma cell malignancy (1-4,13,15,16,21). Management of
PCM is primarily directed at symptoms and often re-
sults in stabilization rather than cure (1,3,6,15,16,21).
Slow resolution of PCM without intervention has also
been documented in the literature (7,13,51). In our
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patient, clinical relapse resolved in 2 weeks without
additional treatment and has remained stable for 6
months. The speed of her recovery does not match
the protracted course documented in the literature.
In our opinion, the accelerated remission may be re-
lated to the initial therapeutic intervention (14). Since
remissions and exacerbations could occur during the
natural course of PCM, her overall management also
involves regular monitoring (3).

There is no consensus on best practices for PCM;
a variety of approaches has been utilized, with vari-
able success (1-4,6,13,19). The first step is investiga-
tion and elimination of any potential infectious, al-
lergenic, or physical irritants (1). Clinician should ad-
dress possible dental/periodontal contributors (12),
particularly when gingival lesions are present, and
evaluate tissue for a positive response or lack there-
of. This concept should be considered even if other
treatments are provided because presence of plaque
perpetuates an inflammatory state, which interferes
with resolution (1).
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Administration of corticosteroids in topical, intral-
esional, or systemic form is often the initial therapeu-
ticintervention and has in some cases proven benefi-
cial when continued (15,17,18,21,33). Topical steroids
are generally preferable to systemic counterparts,
which carry dose-related adverse effects. However,
the efficacy of topical agents is not consistent and
is a function of epithelial barrier thickness and den-
sity of plasma cell infiltration (1). Three topical agents
found to be effective for some patients with oral PCM
are tacrolimus (52,53), cyclosporine (11), and fusidic
acid (54,55). These agents are thought to inhibit
production of inflammatory cytokines implicated in
the onset of plasma cell mucositis (1,54-56). A rare
but serious complication of PCM involving UADT is
obstruction and stridor (1,18). To that end, systemic
cytotoxic agents, low dose radiation, and debulking
procedures are typically reserved for severe and/or
life-threatening airway compromise (6,25,30). Table 1
provides a summary of strategies/agents for manage-
ment of PCM and their efficacy in the studies cited.

Long term use of systemic steroids can lead to
significant complications such as osteoporosis, hy-
pertension, chemical diabetes, and hyperacidity (2).
These complications are even more concerning in the
elderly, a group more likely to have pre-existing co-
morbidities and considered at a higher risk for PCM
(2). Prolonged immunosuppressive therapy could
also predispose patients to opportunistic infections
or increase risk of malignancy (19). Pepper et al. (66)
reported squamous cell carcinoma of the lower lip
in a patient with pre-existing plasmacytosis treated
with multiple immunosuppressive agents and point-
ed out the possible role of ongoing inflammation and
prolonged immunosuppression in carcinogenesis.
Given the benign nature of PCM, the non-curative
purpose of interventions (15,17,18), and the poten-
tial for its spontaneous regression, it is warranted for
clinicians to weigh the risks and benefits of long-term
immunosuppression when deciding on a therapeutic
approach (2,7,66). Close monitoring is also advisable
for timely recognition and management of therapeu-
tic adverse effects or clinical relapse (3,13). A focused
review of systems during follow-up visits facilitates
the identification of possible disease progression to
other body sites based on symptomatology and de-
ciding on appropriate referrals (3,17).

CONCLUSION

The chronic and idiopathic nature of PCM can be
distressing, and its symptomatology, when present,
may diminish patient quality of life. Although PCM is
a rare condition, it should be included in the differen-
tial diagnosis of mucosal swellings and abnormalities

affecting the oral cavity. Clinicians should be familiar
with the spectrum of clinical presentations, the evalu-
ation algorithm, and appropriate referrals guided by
the review of the patient’s systems. Microscopic tissue
analysis, clinicopathologic correlation, and interdisci-
plinary collaboration are paramount to establishing
a correct diagnosis. There is no universally-accepted
therapeutic strategy for PCM. However, the benign
nature of the condition warrants tailoring its man-
agement to the symptomatology and monitoring pa-
tients appropriately for potential relapse. Aggressive
interventions are reserved for PCM with a severe and/
or fatal clinical course.
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