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Oral presentation of paraneoplastic pemphigus as the first sign of tonsillar HPV 
associated squamous cell carcinoma. A case report.

Jan Liskaa, Veronika Liskovaa, Ondrej Trckab, Ondrej Ondicc,d, Lukas Hauera, Jan Baxae, Denisa Kacerovskac,d

Background. Paraneoplastic pemphigus (PNP) in the oral cavity is a rare variant of blistering pemphigus disease closely 
associated with mostly malignant tumors. The diagnosis may even precede an underlying malignancy enabling early 
detection. Here, we describe a previously unreported case of PNP associated with HPV-related tonsillar squamous cell 
carcinoma.
Methods and Results. A 50-year-old woman was referred to a dentist because of painful oral lesions resembling 
aphthae major and minor. Later, blisters appeared and an incisional biopsy was performed. Histological examina-
tion revealed an unusual coexistence of subepithelial and intraepithelial blisters raising suspicion of paraneoplastic 
pemphigus. The patient underwent 18F-FDG PET/MRI, showing a metabolically active process in the left palatal tonsil. 
Diagnostic biopsy revealed HPV type 16 associated tonsillar squamous cell carcinoma. A left tonsillectomy with elective 
left-sided neck dissection was performed. The postoperative period was complicated by bilateral fluidothorax. Two 
weeks after radical tumor removal, the mucosal and skin lesions of PNP disappeared. The patient currently shows no 
evidence of recurrence either of malignancy or PNP eight months after the surgery. 
Conclusion. PNP is a rare autoimmune blistering disease characterized by polymorphous cutaneous and mucosal 
lesions associated with internal neoplasms including HPV associated squamous cell carcinoma of a tonsil. In order 
to identify an occult malignancy, a whole-body PET/CT or PET/MRI scan is recommended. Rarely, accurate patient 
management may depend on the dentist being familiar with this entity and on interdisciplinary cooperation involving 
dermatologist, radiologist, pathologist, and pneumologist. A strict patient follow-up is indicated.
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INTRODUCTION

Paraneoplastic pemphigus (PNP) in the oral cavity 
is a rare variant of blistering pemphigus disease closely 
associated with an underlying mostly malignant process. 
The delayed diagnosis usually complicates the manage-
ment of PNP due to its variable clinical features. This 
paper describes an unusual case of PNP associated with 
HPV associated tonsillar squamous cell carcinoma. To the 
best of our knowledge, this is the first reported case in the 
English medical literature describing PNP associated with 
a carcinoma of the tonsils.

CASE REPORT

A 50-year-old woman with a medical history of recur-
rent aphthous stomatitis and herpes simplex labialis was 
referred to a dentist because of painful oral lesions. The 
symptoms started abruptly a few days previously, but 
she had felt unwell for several months. The patient pre-
sented with painful lesions on the right buccal mucosa 
reminiscent of one major aphtha and two minor aph-
thae (Fig. 1A). This was treated as a recurrent aphthous 
stomatitis using Er:Cr laser with mucosal 1000 micron 
tip and topical Dexamethasone solution, rinsing with 
Chlorhexidine 0.12% and Dexpanthenol solution. The 
lesional response for this treatment seemed optimal, but 
three weeks later, new lesions appeared on the left tongue 
margin, on the left buccal mucosa and the left half of the 
soft palate. This time, the lesion’s features differed from 
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the previous one with no aphthous halo and characterized 
by sloughing blisters (Fig. 1B). Diagnostic excision from 
the buccal mucosa was performed. Histologically, subepi-
thelial and intraepithelial blisters were identified, filled 
with mixed inflammatory cells dominated by neutrophils 
and eosinophils. Inconspicuous vacuolar alteration of the 
dermo-epidermal junction and exocytosis of small well-dif-
ferentiated lymphocytes were also seen. The changes were 
considered consistent with PNP (Fig. 1C, 1D) although, 
direct immunofluorescence examination was negative. A 

Fig. 1. (A) Primary lesion of the right buccal mucosa evaluated as a recurrence of aphthous stomatitis treated with local cortico-
steroid and laser therapy. (B) Sloughing blister at the left tongue margin. The same lesions appeared on the left buccal mucosa 
and labial mucosa of the lower lip. (C) Whole–mount of the lesion: hyperplastic epithelium with subepidermal clefting/ blisters 
and dense inflammatory infiltrate. (D) Close-up of the area corresponding to the finding of coexisting intraepidermal vesicles and 
subepidermal clefting with both neutrophils and eosinophils.

Fig. 2. 18F-FDG PET/MRI scan shows FDG signal accumulation at the left tonsil area subsequently 
histologically verified as left tonsillar carcinoma (arrow) - MRI in transversal view (left upper), 
PET image in transversal view (left lower), fused MRI and PET (right upper) and whole-body PET 
(right lower).

few days later, skin lesions in the anogenital area followed 
the course. Also, new erosions had developed on the labial 
mucosa of the lower lip.

Due to histologic suspicion and progressing clinical 
symptoms, whole-body screening by 18F-FDG PET/MRI 
was performed. Enlarged left palatal tonsil with signifi-
cantly increased FDG uptake was identified as a solitary 
lesion suspicious for malignancy (Fig. 2). Incisional 
biopsy from the tonsil confirmed the diagnosis of inva-
sive moderately differentiated squamous cell carcinoma. 
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Additionally, molecular-genetic study revealed the pres-
ence of high-risk human papillomavirus type 16. A left 
tonsillectomy with elective left-sided neck dissection of 
levels II-IV was performed. No lymph node metastases 
were identified. Systemic therapy consisted of a prophy-
lactic combination of two antibiotics, namely Amoxicillin 
and Metronidazole. After tonsillectomy, the mucosal 
and skin lesions healed within two weeks. There was no 
need for radiotherapy or chemotherapy due to the clear 
margin excision of the tumor. The postoperative period 
was complicated by bilateral fluidothorax (650 mL on 
the right, 100 mL on the left side). The patient felt epi-
gastric pain without breathing difficulties. Within three 
days, the pulmonary fluid was spontaneously reduced. 
The residual right-sided fluidothorax of 250 mL was 
evacuated. Cytologically, it contained eosinophilic leu-
kocytes, reactive mesothelial cells, isolated lymphocytes 
and neutrophilic leukocytes. No malignant cells were pres-
ent. At eight months clinico-radiological follow-up using 
18F-FDG PET/MRI, there were no signs of recurrence 
both of malignancy nor PNP. 

DISCUSSION

PNP is a rare variety of pemphigus blistering diseases 
described for the first time by Anhalt in 1990 (ref.1), with 
its defining criteria revised by Camisa and Helms in 1993 
(Table 1) (ref.2,3). This definition is based on the original 
description and criteria of paraneoplastic skin syndrome 
by Curth4. PNP is associated with benign and malignant 
tumors – mostly haemato-oncologic malignancies5-7, less 
frequently with carcinomas8, thymomas9 and mesenchy-
mal tumors10,11.

This case report extends the spectrum of solid tumors 
associated with PNP adding HPV associated squamous 
cell carcinoma of a tonsil. In approximately one-third 
of reported cases, PNP preceded the diagnosis of ma-
lignancy12. Timely diagnosis of PNP may be hampered 
by polymorphous clinical and histological features of the 
lesions affecting the skin and oral mucosa including po-
tentially malignant disorders per se13-15. Currently, at least 
seven clinical variants of PNP are recognized (i.e. ery-

thema multiforme-like, pemphigoid-like, pemphigus-like, 
graft-versus-host disease-like, lichen planus pemphigoides 
/ (erosive) lichen planus-like, cicatricial pemphigoid-like, 
linear IgA dermatosis-like) (ref.16). Oral involvement clini-
cally presents as panstomatitis, resembling pemphigus veg-
etans, mucosal pemphigoid or/and erythema multiforme. 
In the oral cavity, multiple areas of erythema, irregular 
ulcerations or erosions17, sloughing blisters, or even ver-
milion crusts can be seen. Lips may show hemorrhagic 
crusts similar to erythema multiforme. The lesions are 
often very painful. The symptoms usually begin suddenly 
and are resistant to standard therapy. In a small number 
of patients, oropharyngeal lesions may develop without 
cutaneous involvement. In severe PNP cases, vaginal mu-
cosa and mucosa of the respiratory tract can be affected.

In 2001, the paraneoplastic autoimmune multiorgan 
syndrome was introduced18. It is defined by the presence 
of circulating antibodies targeting different organs, name-
ly lung, kidney, smooth and striated muscle, intestinal epi-
thelium and thyroid gland. Antibodies target specifically 
desmoglein 3, periplakin and epiplakin19,20. A PNP usually 
confers an unfavourable prognosis. Some cases can be 
complicated by pulmonary disease, particularly bronchi-
olitis obliterans that may lead to respiratory failure, as 
described for the first time in 1999 (ref.21). Other features 
of PNP include eye lesions such as severe pseudomembra-
nous conjunctivitis or/and corneal melting. The anogeni-
tal region can also be affected, as in the above-described 
case. The clinical course of PNP is challenging to manage. 
It is frequently complicated by infections, especially pneu-
monia and obliterating bronchiolitis. Most PNP cases are 
resistant to treatment. Thus, PNP mortality is high (up 
to 90% in untreated patients) and quite often not directly 
connected with underlying associated malignancy19,22. 
Early diagnosis of PNP and underlying tumor is essential 
for successful treatment. The whole-body FDG-PET/CT 
scan10 or FDG-PET/MRI, reported for the first time in 
the present paper, is recommended as an important part 
of diagnostic procedure and post-therapeutic follow-up. 
Systemic therapy consists of a variety of drugs and their 
combinations23. 

CONCLUSION

PNP is a rare autoimmune blistering disease charac-
terized by polymorphous cutaneous and mucosal lesions 
associated with internal neoplasms including HPV asso-
ciated squamous cell carcinoma of a tonsil. In order to 
identify an occult malignancy, a whole-body PET/CT or 
PET/MRI scan is recommended. Rarely, accurate patient 
management may depend on the dentist being familiar 
with this entity and on interdisciplinary cooperation in-
volving dermatologist, radiologist, pathologist, and pneu-
mologist. A strict patient follow-up is indicated.
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Table 1. Paraneoplastic pemphigus diagnostic criteria modi-
fied by Camisa and Helm2.

Signs Features 

Major Polymorphic mucocutaneous eruption

Concurrent internal neoplasia 

Serum antibodies with a specific  
immunoprecipitation pattern 

Minor Histological evidence of acantholysis 

DIF showing intercellular and basement  
membrane staining 

IIF staining with rat bladder epithelium 

DIF, direct immunofluorescence; IIF, indirect immunofluorescence
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