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CHALLENGING CASE

A 36-year-old female Hepatitis B—positive patient was referred to the Oral Medi-
cine Clinic at the Faculty of Dentistry, Chulalongkorn University, Bangkok in
May 2017 complaining of severe oral cavity pain for over 5 months. She had a
history of onset nonproductive cough since December 2016. She received no relief
from Azithromycin, Codeine, or herbal lozenges. She reported that ulcerations de-
veloped on her right and left buccal mucosa 3 days after using the lozenges, thus,
discontinued. Her physician prescribed prednisolone 10 mg 3x/day, which re-
lieved her cough. However, her nocturnal coughing, burning sensation in her
mouth, and dry lips persisted.

During follow-up by her physicians in January 2017, she had conjunctivitis, gen-
eralized maculopapules on her extremities, dry scaly patches on her lips, multiple
small red spots on the tip of the tongue, and ulcerative and erythematous patches
on the left and right buccal mucosa that demonstrated pseudohyphae after a KOH
10% assay. Her chest radiograph revealed fibronodular infiltration in both upper
lobes, complete blood count showed normal values except for a high eosinophil
count (21%), and a 23 mm/h erythrocyte sedimentation rate (ESR) (normal 0-20
mm/h in women younger than 50 years old).

Stool examination and urinary analysis appeared normal. Her anti-HIV and acid-fast bacteria (AFB) tests were negative. Clindamy-
cin 300 mg was prescribed 3x/day for 7 days, and multivitamin, clotrimazole troche, triamcinolone acetonide 0.1%, and Lidocaine
HCI gel.
In February 2017, the burning sensation in her mouth worsened, with persistent oral lesions and palatal mucosa erosion. She
developed discrete ill-defined blanchable erythematous rashes on her palms, soles, thighs, upper extremities, and upper chest.

Additional investigations were performed including buccal mucosa biopsy. Histopathologically, the lesion demonstrated mu-

cosal hyperplasia, no basal vacuolar change, and was nonmalignant. The laboratory results showed a 25% eosinophil count, 30
mm/h ESR, C-reactive protein (CRP) 3.85 (normal less than 10 mg/L), antinuclear antibody (ANA) positive with the titer of 1:320
(normal = negative) (speckled pattern), Anti-SSA/Ro—positive with strong intensity, and Mycoplasma titer 1:80 (normal less than
1:40). The direct immunofluorescence, indirect immunofluorescence, Anti-dsDNA, Anti-La, Anti-Sm, Anti-nRNP, sputum and
stool culture, AFB, and G6PD assays were negative.
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A diagnosis of Mycoplasma pneumoniae and differential diagnosis of Mycoplasma-induced rash and mucositis (MIRM), drug
eruption, acute lupus erythematosus, Rowell syndrome, paraneoplastic pemphigus, and drug reaction with eosinophilia and sys-
temic symptoms were made by her physicians. Based on clinical findings, cough and Mycoplasma titer 1:80, Mycoplasma infection
was diagnosed. Fluconazole 200 mg 1x/day for 7 days, azithromycin 500 mg 1x/day for 1 day, then 250 mg 1x/day for 6 days,
prednisolonel0 mg 2x/day for 7 days, topical steroid, and acetylcysteine were prescribed. However, 2 days later an azithromycin
allergy was suspected because of her skin rashes, and levofloxacin 750 mg 1x/day for 9 days was prescribed, replacing azithromy-
cin. One week later, the skin rashes and oral ulcerations improved, however, her palm and arm rashes persisted. Her mycoplasma
titer was 1:80, Anti-SSA/Ro—positive with strong intensity, and her eosinophil count and CRP decreased to 0.2% and less than 0.6,
respectively. Prednisolone treatment was halted, and levofloxacin, fluconazole, and chloroquine were continued. Five days later,
although her skin rash and conjunctivitis improved, the oral lesions and burning sensation worsened; thus, prednisolone 5mg 3x/day
was prescribed.

During March-April in 2017, the oral ulcerations on the tongue, buccal mucosa, and hard palate remained. Her chest
radiograph was normal. Her physicians treated her with prednisolone 10 mg 1x/day for 1 week, then 5 mg 1x/day, and chloroquine
250 mg 1x/day. Subsequently, a Candida infection and oral lesions were treated with clotrimazole troche, fluconazole 200 mg
1x/day for 1 week, prednisolone 5 mg 1x/day on alternating days, and chloroquine 250 mg 1x/day.

Keywords: Plasma cell mucositis; Candida Albicans; Flucinolone Acetonide
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1. CHALLENGE IN DIAGNOSIS AND Examination revealed she had an exanthematous skin rash,
TREATMENT a pseudomembrane-covered lobular mass on the tongue dor-

sum, palatal mucosa erosive lesions, and generalized erythem-
atous gingivae (Figure 1A, B, and C). The complete blood count
(CBC) showed neutropenia, lymphopenia, and was ANA—
positive with a titer of 1:320 (speckled pattern). A smearing
from the oral lesion with 10% KOH
was positive for Candida. Moreover,
many streptococci were present in the
lesions. Mycoplasma pneumonaie and
herpes simplex virus 1gG assays were
negative. Moreover, Gram-staining,
AFB culture, Vincent culture, sensi-
tivity test, red cell folate, serum folate,
serum iron, total iron binding capac-
ity, and serum vitamin Bi2 were all
normal. Topical treatment with tetra-
cycline mouthwash was prescribed to
treat the oral lesions.

In June 2017, the lesions on the
tongue, gingiva, and palate had
slightly responded to treatment. Bi-
opsy specimens were taken from the
lateral border and dorsal surface of the
tongue. The specimen from the lateral

In May 2017, her physician referred her to the Oral Medi-
cine Clinic at the Faculty of Dentistry, Chulalongkorn Univer-
sity because her oral lesions showed no improvement.

Figure 1. A) Lobular mass with pseudo-
membranous cover on dorsum of the
tongue; B) Erosive palatal lesions; C) Gen-
eralized erythematous gingiva at the first
visit.
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Figure 2. A) Periodic Acid Schiff staining showing positivity for Candida hyphae at the superficial part of the surface epithelium of the lateral
border of the tongue (magnification X20); B) Hematoxylin and eosin (H&E) staining of the lateral border of the tongue revealed the oral mucosa
exhibiting loss of some part of the surface epithelium. The ulcerated area was covered by fibrinous exudate and the base of the ulcer was
diffusely infiltrated by lymphocytes and plasma cells (magnification X10); C) Lower-power view of the H&E staining revealing of the dorsum
of the tongue which demonstrates an ulcerated area and inflammatory cells infiltrate in the underlying connective tissue (magnification X4);
D) Higher-power view (magnification X20) of the H&E staining displaying the chronic inflammatory cells infiltrate primarily consisting of
dense plasma cells.

border of the tongue lesion was positive for PAS staining and
demonstrated dense Candida hyphae at the superficial epithe-
lium (Figure 2A) Hematoxylin and eosin (H&E) staining of the
lateral border of the tongue revealed the oral mucosa exhibiting
loss of some part of the surface epithelium (Figure 2B).

H&E staining from the dorsum of the tongue reveals an oral
mucosa exhibiting some surface epithelium loss. The ulcerated
area was covered by a fibrinous exudate (Figure 2C). Higher-
power view of the H&E staining revealed numerous blood ves-
sels and inflammatory cellular infiltrate were present in the con-
nective tissue. Dense plasma cell infiltration was seen in the un-
derlying connective tissue (Figure 2D). Moreover, chrome agar
culture for Candida showed green pigment, consistent with
Candida albicans.

From her history, clinical findings including oral manifes-
tations, laboratory investigations, and histopathological report,
plasma cell mucositis (PCM) was a possible diagnosis.

Therefore, hydrogen peroxide mouthwash 1% diluted with
the water, Triamcinolone mouthwash 0.1% were applied to the
generalized lesions at the first visit for 2 weeks. Subsequently,
Fluocinolone acetonide 0.1%/clotrimazole 1% gel was applied
on the gingival lesions and clobetasol propionate 0.05% was
applied on her buccal mucosae lesions. During the follow-up
period, pseudomembranous candidiasis eruption lesions were
treated with nystatin oral suspension 100,000 U/ml and the pa-
tient was advised to stop topical steroids. In July 2017, the lob-
ular mass on the tongue dorsum was reduced in size. A soft
splint was used to hold fluocinolone acetonide 0.1%/clotrima-
zole 1% gel on the palate. At follow-up, in September 2017, she
had developed dry eyes/mouth and a Schirmer tear test result of
2 mm of moisture on the filter paper in 5 min. Therefore, dry
eyes with possible Sjogren’s syndrome was diagnosed; her oph-
thalmologist treated her with chloroquine and dry eyes were
treated with artificial tear eyedrops.
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Although plasma cell mucositis often involves the oral and
genital mucosa, there was no genital involvement in this case.
Her tongue lesion was markedly reduced in size (12x2 mm).
Her pain score was lower, and her quality of life was improved.

The lobulated tongue lesion gradually reduced since July
2017, and completely disappeared in December 2017. Surpris-
ingly, the gingiva showed mild erythematous areas, however,
the palatal lesions were refractory to treatment (Figure 3A, B,
and C). Her VAS for pain (5 at the first visit) was 0. We recom-
mended her to treat her gingival/palatal lesions with low inten-
sity laser therapy. The timeline of the development of oral le-
sions and treatment are shown in Figure 4.

2. DISCUSSION

PCM of the oral cavity is a rare disease whose treatment
and management is difficult. PCM is characterized by a sore
mouth, intensely erythematous gingiva, a lobulated mass on the
dorsal surface of the tongue, and oral mucosal lesions (Regezi
et al.1972; Khan et al. 1977; Timms & Sloan, 1991; Ferreiro et
al., 1994; Smith et al., 1999). The histopathological findings
from the dorsal tongue lesion in PCM showed a dense plasma
cell infiltrate in the connective tissue. Therefore, appropriate in-
vestigations for severe oral mucosal involvement are important

Figure 3. A) Dorsal of the tongue lesion
showed improvement; B) Palatal lesions
showed mild improvement; C) Generalized
gingiva showed mild erythematous area.

for diagnosis and differential diagno-
sis from other lesions (Khan et al.
1977; Timms & Sloan, 1991; Ferreiro
etal., 1994).

Moreover, severe mucosal in-
volvement and mild skin rash induced
from Mycoplasma pneumoniae infec-
tion, called Mycoplasma induced-rash
and mucositis (MIRM), is also un-
common (Poddighe & Bruni, 2017).
MIRM is characterized by non-spe-
cific skin rashes and remarkable mu-
cosal lesions; these often involve the
oral cavity and are very painful, ster-
oid therapy in addition to macrolides
may shorten the clinical course
(Pereyre et al., 2016).

However, this case might possibly
involve a hypersensitivity reaction to
bacterial- M. pneumoniae, as there
were many reactive plasma cells in the
tongue biopsy specimen connective
tissue. Typically, when bacteria or vi-
ruses enter the body, some B cells develop into plasma cells.
The plasma cells make antibodies to fight bacteria and viruses
and stop infection and disease (Nutt et al., 2015).

MIRM, a syndrome distinct from Stevens—Johnson syn-
drome and erythema multiforme, is a possible diagnosis in
PCM (Canavan et al., 2015). To our knowledge, there is no pub-
lication linking MIRM and PCM. A review stated that synchro-
nous autoimmune disease or immunologically mediated disease
is associated with most PCM cases, including Sjogren’s syn-
drome (Solomon et al, 2008). Taken together, the clinical
presentation, histopathological findings, and autoimmune dis-
ease involvement such as developing Sjogren’s syndrome in
this case supported the diagnosis of PCM.

We found in this recalcitrant PCM case that potent topical
steroid, Fluocinolone acetonide in solution (FAS) 0.1%, treat-
ment was effective on the lobulated tongue lesion. Various
treatments have been used to treat PCM, including predniso-
lone, isotretinoin, intralesional triamcinolone acetonide injec-
tion, dapsone, cyclosporine, low dose radiation, COz laser, top-
ical antifungal, levamisole, or resection (Solomon et al., 2008).
However, marginal improvement, relapse, no recurrence, or re-
mission during the follow-up were reported.

To our knowledge, this is the first case of PCM that de-
scribed the lobulated lesion on the dorsal surface of the tongue
responded well to topical FAS 0.1%. The mass on the tongue
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Erythematous and white patch on right and
left buccal multiple
erythematous spots at the tip of tongue,
white plaque on the dorsum of tongue,
bleeding when brushing, ulceration and
scaly lip, conjunctivitis, MP rash on
extremities

mucosac,

Ulceration on right
and left  buccal
mucosae

Erosion/Ulceration  on lip,
tongue, palatal mucosa and
right and left buccal mucosae,
rash on both palms

Nonproductive cough

January 2017 February - April

Medications: Physician’s prescription:
* Azithromycin, * Fluconazole,
* Codeine, * Clotrimazole troche,

* Prednisolone

* Lidocaine HCI gel,
Clindamycin,

* Clotrimazole troche

* TA 0.1 % orabase
* Azithromycin,

* Prednisolone

* Acetylcysteine,

* Chloroquine

Lobular mass with
pseudomembranous cover on the
dorsum of tongue, erosive palatal
lesion, generalized erythematous
gingiva, exanthematous rash were
seen

Lobular mass on dorsum of

tongue gradually reduced in
size and remission

Gingiva: partial remission
Palatal mucosa: slightly
improvement

*Refer to Department of

Oral Medicine, Faculty of
Dentistry, Chulalongkorn
University

|
[ July — December 2017 ]

|

~
Treatment: Treatment:

* Hydrogen peroxide MW, * FA 0.1% solution,

* TA 0.1% MW, * FA 0.1%/Clotrimazole 1% gel

* FA 0.1%/Clotrimazole 1% )

gel,

* Clobetasol 0.05%,

¢ Nystatin oral suspension
100,000 U/ml

Figure 4. Timeline of oral lesions and treatment

gradually reduced in size until complete remission after surface
with atrophic glossitis that might be related to the treatment for
7 months. Unfortunately, her tongue showed a smooth exten-
sive use of ultra-potent topical steroids. Treatment and manage-
ment of PCM mainly focuses on relieving symptoms. Her
tongue lesions showed improvement, perhaps because the topi-
cal FAS 0.1% acted directly on the inflammatory cells in the
lesion. However, although the gingiva showed partial improve-
ment, the palatal lesions only slightly improved.

This patient was satisfied with the results of our treatment,
only slight symptoms remained, and her quality of life was im-
proved.
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