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1 |  INTRODUCTION

Spontaneous regression, the partial or complete disappear-
ance of a malignant tumor proven by microscopic examina-
tion in the absence of treatment, is rare especially in the head 
and neck. We describe a case report of a 78-year-old man 
with nodal metastasis of squamous cell carcinoma (SCCa) 
which resolved without treatment.

The head and neck region is a frequent site for primary 
cancers, accounting for ~500 000 new cases annually world-
wide.1 In the United States, it accounts for 3%-4% of malig-
nancies, with ~50 000 Americans developing head and neck 
cancer annually and more than 10 000 deaths.2 Malignancy 
rate is influenced by geographic variations and key risk fac-
tors. Risk factors include tobacco and alcohol use, human 
papillomavirus, and Epstein-Barr virus infection.3 For cuta-
neous SCCa, specific risk factors include skin type, sun ex-
posure, age, and immunosuppression. Immunosuppression 

plays a major role with solid organ transplant recipients 
demonstrating 65- to 100-fold increased cutaneous SCCa risk 
compared with the general population.4 Approximately 2% 
of cutaneous SCCas metastasize to regional lymph nodes or 
more distant sites.5

Spontaneous regression is the partial or complete dis-
appearance of a malignant tumor proven by microscopic 
examination in the absence of treatment. Spontaneous re-
gression is rare—the most common neoplasms to regress 
are melanoma, renal cell carcinoma, and neuroblastoma.6 
Spontaneous regression of a primary SCCa in the oral cavity 
has been reported; however, there have been no reports to our 
knowledge that identified regression of locoregionally ad-
vanced cutaneous SCCa.7,8 We present a patient with history 
of prior cutaneous SCCa resection with regional lymph node 
spread which regressed without any medical treatment over a 
period of 5 months in the setting of a dental infection and fine 
needle aspiration (FNA).
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Abstract
To our knowledge, this is the first reported case of spontaneous regression of squa-
mous cell carcinoma within a lymph node. We speculate that prior dental infection, 
fever, and biopsy incited an antitumor immune reaction.
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2 |  CASE REPORT

A 78-year-old man with a surgical history of Mohs-treated 
right auricular SCCa and right cheek basal cell carcinoma 
1 year prior presented with a right neck mass. His past medi-
cal history was pertinent for atrial fibrillation, celiac disease, 
gout, hypertension, hyperlipidemia, and prostate cancer. He 
presented initially to an urgent care with a 3-month history 
of slowly progressive, enlarging right neck mass with new 
symptoms of pain and tenderness over a month in the setting 
of right maxillary teeth extraction for a dental abscess.

He did not report associated symptoms of dysphagia, dys-
pnea, or recent upper respiratory infection. Laboratories were 
notable for an elevated white blood count of 13.3 × 109/L. On 
physical examination, he had tender, enlarged right anterior 
cervical lymph nodes. Given his recent dental extraction, his 
neck swelling was thought to be reactive lymphadenopathy, 
and he was discharged home with a 10-day course of amox-
icillin. Lymphadenopathy did not resolve after the antibiotic 
course; therefore, given his history of cutaneous malignancy, 
cervical metastasis was suspected.

Positron emission tomography/computed tomography 
(PET/CT) scan demonstrated an enlarged 1.6 × 1.2 cm right 
level 2 node with moderate fluorodeoxyglucose (FDG) up-
take (Figure 1). Two weeks after his imaging, he underwent a 

FNA biopsy with pathology demonstrating SCCa (Figure 2). 
Direct laryngoscopy did not identify any aerodigestive tract 
lesions, and base of tongue biopsies was benign. The patient’s 
case was presented at our multidisciplinary tumor board 
which recommended a right selective neck dissection.

Twelve weeks after the initial PET/CT scan and 10 weeks 
after the FNA biopsy, the patient noted that his right neck 
mass was barely palpable and an updated CT scan confirmed 
presence of level 2 mass with an irregular border, but with 
significant interval size decrease from 12  mm to 6  mm in 
the short axis compared to the prior PET/CT scan (Figure 3). 
Decision was made to proceed with a selective neck dissec-
tion of level 2A, 2B, and 3. Histopathology of 1 of 9 level 
2 nodes demonstrated an architecturally abnormal lymph 
node with fibrosis and a multinucleated giant cell reaction 

F I G U R E  1  Positron emission tomography (PET) scan 
demonstrated an enlarged 1.6 × 1.2 cm right level 2 node with 
moderate fluorodeoxyglucose (FDG) uptake

F I G U R E  2  A, Fine needle aspiration (FNA) biopsy of the right 
cervical mass revealed a hypercellular sample composed of atypical 
squamous cells, singly and in groups, with variable keratinization (pink 
to orange cytoplasm) in a background of scattered inflammatory cells 
(Papanicolaou stain). B, The squamous cells demonstrated marked 
atypia including enlarged nuclei with irregular nuclear contours, 
increased nuclear-to-cytoplasmic ratios, and irregularly distributed 
chromatin with hyperchromasia, indicative of squamous cell carcinoma 
(Giemsa stain)



   | 1921DIVAKAR et Al.

to keratin debris without any viable tumor cells identified 
(Figure 4). Immunohistochemistry showed that the immune 
cells surrounding these regions were predominantly com-
posed of histiocytes and T cells without many B cells or 
NK cells (Figure 5). All other lymph nodes were benign and 
histologically unremarkable. Given the lack of malignancy 
in the cervical node, further treatment was not advised. 
Recommendation was made for a repeat staging PET/CT 
scan 3 months postoperatively; however, the patient did not 
want to pursue further imaging. Eleven months postopera-
tively, the patient does not report clinical return of symptoms 
of neck swelling or mass.

3 |  DISCUSSION

Spontaneous regression has been defined in the literature as 
partial or complete disappearance of a tumor in the absence 
of treatment.9 The incidence of spontaneous regression for 
neoplasms is estimated to be one in every 60 000-100 000 
cases of cancer.6,10 Little is reported regarding spontaneous 
regression of head and neck cancer. The first reported case 
was a patient with SCCa of the left tonsil and base of tongue 
in 1910, and there are recent reports of floor of mouth and 
tongue SCCa resolutions.7,8,11 To our knowledge, sponta-
neous cervical lymph node metastasis resolution has only 
been reported once in the head and neck literature; in that 
report, the size of the metastatic oropharyngeal SCCa deposit 

decreased radiographically over the course of weeks after the 
FNA biopsy, and histologic examination of the subsequently 
resected lymph node showed residual SCCa with evidence 
of apoptosis.9 In contrast, our current case showed com-
plete histologic tumor regression, with morphologic features 
similar to those seen in tumor regression after neoadjuvant 
chemoradiotherapy.12-14

We also considered the possibility of a false-positive 
FNA biopsy of a benign intranodal process. However, the 
degree of cytologic atypia present in the preoperative FNA 
specimen exceeded that seen in the reactive atypia of in-
flamed, benign squamous epithelial-lined cysts. Similarly, 
the subsequent lymph node excision specimen showed mul-
tinodular architecture with fibrosis and keratin granulo-
mas, findings characteristic of regressed carcinoma, rather 
than preserved nodal architecture with a limited epithelial 

F I G U R E  3  Computed tomography (CT) scan demonstrated 
significant decrease in size of right level 2 node from 12 mm to 6 mm 
in the short axis marked by the red arrow

F I G U R E  4  A, A low-power view of a histologic section from the 
resected level 2 lymph node showed abnormal lymph node architecture 
in the form of peripheral multinodularity and intranodal fibrosis 
(hematoxylin and eosin stain). B, On higher power, the nodules were 
composed of abundant mono- and multinucleated histiocytes forming 
a multinucleated giant cell reaction to keratin debris. No viable tumor 
cells or necrotic “ghosts” of tumor cells were identified within the 
specimen (hematoxylin and eosin stain)
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proliferation (as in a benign intranodal epithelial inclusion) 
or a cystic structure with lymphoid stroma lacking lymph 
node architecture (as in benign developmental cysts such as 
branchial cleft cysts).

Mechanisms of tumor regression are largely unknown. 
Explanations for this phenomenon include immune modula-
tion, removal of carcinogenic substances, or infection.6 In this 
patient’s case, our hypothesis is that the dental infection and/
or subsequent FNA triggered an immune response. Within 
a lymph node metastasis, the presence of a native lymphoid 
stroma complicates one’s ability to assess for the subsets of 
inflammatory cells that may have led to tumor regression.15 
In our case, predominantly histiocytes and both CD4+ and 
CD8+ T cells were present adjacent to the keratin granulo-
mas. Infections elicit a strong immunological response and 
fever, and the presence of a fever has been recorded in up to 
80% of patients with spontaneous tumor regression cases—
many of which presented with severe systemic illnesses such 
as malaria, measles, or tuberculosis.16 Similarly, biopsies 
have been shown to induce local, and to some degree, sys-
temic inflammation resulting in tumor resolution.17 Further 
studies are required, but prior reports suggest that pyrogenic 

reaction is correlated with an induced immune response 
which has potential in eliminating tumor burden and leading 
to tumor resolution.16

4 |  CONCLUSION

To our knowledge, this is the first reported case of locore-
gionally advanced cutaneous SCCa that underwent spon-
taneous regression. Clinically, this phenomenon occurred 
in the context of a local infection, fever, and prior biopsy. 
This case, together with a review of previously published lit-
erature, highlights consideration of induction of a pyrogenic 
reaction as a therapeutic tool in the adjuvant treatment of lo-
coregionally advanced head and neck cancers.
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F I G U R E  5  A, Immunohistochemistry 
for cytokeratin highlighted variable amounts 
of keratin debris within different nodules 
of the abnormal lymph node (asterisks, 
immunohistochemical stain). While there 
was a paucity of inflammatory cells within 
these nodules, their peripheral rims were 
characterized by CD3+ T cells (B) that 
were a mixture of CD4+ (C) and CD8+ (D) 
subtypes (immunohistochemical stains). 
The prominent histiocytic reaction was also 
highlighted by CD4 immunohistochemistry 
(C). CD20+ B cells were predominantly 
restricted to the underlying native germinal 
centers (E), and only scattered CD56+ NK 
cells were present, without an apparent 
increase adjacent to the keratin granulomas 
(F) (immunohistochemical stains)
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