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Introduction 
Oral symptoms including lip swelling, pain, and 
paresthesia are rare manifestations of low-grade 
lymphoma, most commonly marginal zone 
lymphoma. In this case we review a patient with 
chronic lip swelling who was ultimately found to 
have small lymphocytic lymphoma, highlighting the 
importance of inspecting for subtle clinical clues 
(presence of papules), maintaining a broad 
differential diagnosis, and performing a diagnostic 
biopsy so that appropriate treatment can be 
initiated. 

Case Synopsis 
A 54-year-old previously healthy man presented 
with diffuse swelling of his upper and lower lip 
vermillion with overlying papules of two years’ 
duration. He was an avid skier and hockey player and 
had initially attributed his lip swelling to a wool 
allergy. He had received multiple prednisone tapers 
with waning efficacy. He underwent allergy and 
screening inhalant testing, which were both 
negative. Given mild lip scaling, he received  

Abstract 
Although rare, small lymphocytic lymphoma can 
present as chronic lip swelling and papules, thus 
mimicking the features of orofacial granulomatosis, a 
chronic inflammatory disorder characterized by 
subepithelial noncaseating granulomas, or papular 
mucinosis, characterized by localized dermal mucin 
deposition of mucin. When assessing lip swelling, 
one must carefully consider the clinical clues and 
have a low threshold to perform a diagnostic tissue 
biopsy, preventing delays in treatment or 
progression of the lymphoma. 

Figure 1. Clinical presentation with diffuse rubbery soft swelling 
of the upper and lower lips and overlying papules. 
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desonide 0.05% ointment, clotrimazole cream, and 
tacrolimus 0.03% ointment for presumed perioral 
dermatitis and cutaneous candidiasis with minimal 
improvement. Given persistent lip papules 
concerning for atypical HSV, valacyclovir 1000mg 
twice daily for 10 days was added. 

He was referred to dermatology clinic, at which time 
he endorsed lip sensitivity with a tingling sensation, 
noting minimal improvement since adding 
valacyclovir. He denied prior episodes of lip swelling, 
papules, or injection of foreign material. Skin 
examination revealed diffuse rubbery soft swelling 
of the upper and lower lips, with a rim of 3-5mm 
smooth pink papules with fine overlying 
telangiectasias on the upper vermilion lip border 
without scaling, fissuring, vesicles, or erosions 
(Figure 1). Cervical lymphadenopathy was absent. A 
2mm punch biopsy was performed from a papule on 
the upper vermilion lip and showed a dense 
superficial and deep dermal lymphocytic 
inflammatory infiltrate without epidermal 
involvement (Figure 2A). The infiltrate was 
composed of uniformly small cells with scant  

cytoplasm that grew in sheets and clusters (Figure 2 
A, B). 

Immunohistochemistry revealed that the 
lymphocytic infiltrate showed positive staining for 
CD20 (Figure 2C), CD5 (Figure 2D), and CD23 
(Figure 2E). Peripheral blood flow cytometry 
showed a small population of monotypic B cells. 
Taken together, the findings were consistent with a 
diagnosis of chronic lymphocytic leukemia/small 
lymphocytic lymphoma, National Comprehensive 
Cancer Network (NCCN) small lymphocytic 
lymphoma/localized (Lugano Stage I). Lymph node 
involvement was assessed based on physical 
examination and PET/CT imaging. Complete blood 
count was normal and staging CT scans were 
negative. He was treated with betamethasone 
ointment with no response. He then received 
brachytherapy (2000cGy delivered in 8 fractions of 
250cGy over 15 days) with complete resolution of 
oral changes and symptoms. 

On dermatology follow-up 6 months later, he had 
developed firm, slightly tender swelling of the upper 
and lower lips. Skin examination revealed a few skin-

Figure 2. H&E tissue histopathology A) 4×; B) 40×. Immunohistology staining C) CD20, 20×; D) CD5, 20×; E) CD23, 20×. 
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colored waxy <1mm monomorphic papules on the 
vermilion border of the upper central lip concerning 
for subtle signs of cutaneous recurrence for which he 
was prescribed topical imiquimod 5% cream five 
times weekly for two weeks. At follow-up several 
months later, he was in remission with no evidence 
of recurrence and only mild dysesthesia in the area 
treated with radiation and imiquimod. 

 

Case Discussion 
Small lymphocytic lymphoma and chronic 
lymphocytic leukemia are considered different 
manifestations of the same disease, with small 
lymphocytic lymphoma involving abnormal 
lymphocytes primarily in the lymph nodes and 
chronic lymphocytic leukemia involving abnormal 
lymphocytes predominantly in the blood. Small 
lymphocytic lymphoma/chronic lymphocytic 
leukemia constitutes approximately 7% of newly 
diagnosed non-Hodgkin lymphoma (NHL) cases [1]. 
Chronic lymphocytic leukemia is more commonly 
diagnosed in men and the elderly, with a median age 
at diagnosis of 70 years. Although some chronic 
lymphocytic leukemia patients have indolent 
disease with prolonged survival, others have more 
aggressive diseases with poor outcomes [2]. For 
localized small lymphocytic lymphoma (Stage I), as in 
this patient, locoregional radiation therapy is 
appropriate for induction therapy [1]. Oral 
manifestations of lymphoma are rare, comprising 
only 3% of all lymphomas in the general population 
[3]. The main clinical manifestations are lip swelling, 
pain, and paresthesia. A retrospective review of 23 
cases of non-Hodgkin lymphoma of the lips showed 
that most cases presented on the lower lip, involved 
the lip salivary glands, and were associated with 
extranodal marginal zone B-cell lymphoma of 
mucosa-associated lymphoid tissue [4]. 

Small lymphocytic lymphoma presenting as chronic 
lip swelling can clinically mimic the features of 
orofacial granulomatosis (OFG), a chronic 
inflammatory disorder characterized by 
subepithelial noncaseating granulomas [5]. 
Therefore, when assessing lip swelling, one must 
carefully consider the clinical clues, such as papules, 

and have a low threshold to biopsy to make the 
diagnosis. Lymphoma of the lips should be 
suspected even in the absence of systemic 
symptoms. Prompt diagnosis is critical to prevent 
delays in appropriate treatment or potential 
progression of the lymphoma. 

Orofacial granulomatosis, also termed 
granulomatous cheilitis, oral granulomatosis, and 
cheilitis granulomatosa, is an uncommon disorder 
characterized by persistent enlargement of the soft 
tissues of the lip, oral mucosa, and perioral region [6]. 
Orofacial granulomatosis may be the first 
manifestation of a systemic condition such as 
Melkersson-Rosenthal syndrome, which involves 
orofacial edema, a fissured tongue, and facial nerve 
palsy. Orofacial granulomatosis is a diagnosis of 
exclusion and other granulomatous disorders such 
as inflammatory bowel disease, sarcoidosis, leprosy, 
and tuberculosis must be ruled out before making 
the diagnosis. The pathogenesis of orofacial 
granulomatosis is not fully understood, with 
proposed triggers including infection, hereditary 
factors, and allergy. On histopathology, orofacial 
granulomatosis shows non-necrotizing granulomas 
with multinucleated giant cells, a perivascular 
mononuclear infiltrate, often with edema. 
Management options include topical, intralesional, 
or systemic corticosteroids. In addition, pulse-dose 
oral azithromycin, low phenolic acid diet, and in 
some severe cases, surgical procedures such as 
reduction cheiloplasty have been beneficial [6-8]. 

Papular mucinosis or lichen myxedematosus can 
present with localized areas of discrete firm waxy 
papules and is characterized by dermal deposition of 
mucin [9]. Histopathology shows abundant mucin 
deposition between collagen bundles, fibroblast 
proliferation, and fibrosis. It is important to 
distinguish papular mucinosis from 
scleromyxedema, which has areas of woody 
indurated skin and can be associated with systemic 
symptoms and monoclonal gammopathy. 

The differential diagnosis for diffuse lip swelling also 
includes angioedema, lip augmentation dermal filler 
reaction, and rosacea lymphedema or Morbihan 
disease. Angioedema presents as localized  
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subcutaneous or submucosal swelling, most 
commonly of the lips, tongue, and face with 
associated pain and warmth. Angioedema is typically 
transient, with the onset of swelling within minutes-
to-hours and spontaneous resolution within 24 
hours. Triggers for angioedema include medications 
(common culprits include angiotensin-converting 
enzyme inhibitors) and foods, though many cases 
are idiopathic [10]. Dermal fillers have distinct 
histopathologic patterns, for instance basophilic 
lakes for hyaluronic acid and clear bubbly spaces 
mimicking lipoblasts for silicone [11]. Morbihan 
disease, also known as rosacea lymphedema, is 
characterized by chronic and persistent 
erythematous solid facial edema and while 
refractory, has been reported to respond to 
tetracyclines and oral isotretinoin [12,13]. 

Conclusion 
We herein describe a patient with two years of 
diffuse lip swelling, subtle papules, and paresthesia 
as the primary manifestation of small lymphocytic 
lymphoma. Although rare, small lymphocytic 
lymphoma can involve the skin and clinically mimic 
more common causes of lip swelling. Given the 
importance of early diagnosis of this entity, we 
highlight the clinical clues that raise the suspicion for 
cutaneous small lymphocytic lymphoma and add it 
as an important entity to include in the differential 
diagnosis for patients who present with chronic lip 
swelling. 

 

Potential conflicts of interest 
The authors declare no conflicts of interest. 

 
 

 

References 
1. Wierda WG, Byrd JC, Abramson JS, et al. Chronic Lymphocytic 

Leukemia/Small Lymphocytic Lymphoma, Version 4.2020, NCCN 
Clinical Practice Guidelines in Oncology. J Natl Compr Canc Netw. 
2020;18:185-217. [PMID: 32023533]. 

2. Santos FP, O'Brien S. Small lymphocytic lymphoma and chronic 
lymphocytic leukemia: are they the same disease? Cancer J. 
2012;18:396-403. [PMID: 23006943]. 

3. Silva TD, Ferreira CB, Leite GB, de Menezes Pontes JR, Antunes HS. 
Oral manifestations of lymphoma: a systematic review. 
Ecancermedicalscience. 2016;10:665. [PMID: 27594910]. 

4. Kaplan I, Shuster A, Frenkel G, Avishai G, Allon I, Raiser V. Non- 
Hodgkin lymphoma of the lips: A rare entity. Acta Histochem. 
2019;121:151449. [PMID: 31570207]. 

5. Miest R, Bruce A, Rogers RS, 3rd. Orofacial granulomatosis. Clin 
Dermatol. 2016;34:505-13. [PMID: 27343966]. 

6. Grave B, McCullough M, Wiesenfeld D. Orofacial granulomatosis--
a 20-year review. Oral Dis. 2009;15:46-51. [PMID: 19076470]. 

7. Yadav S, Dogra S, De D, Saikia UN. Orofacial granulomatosis 
responding to weekly azithromycin pulse therapy. JAMA 
Dermatol. 2015;151:219-20. [PMID: 25494221]. 

8. Campbell HE, Escudier MP, Milligan P, Challacombe SJ, Sanderson 
JD, Lomer MC. Development of a low phenolic acid diet for the 
management of orofacial granulomatosis. J Hum Nutr Diet. 
2013;26:527-37. [PMID: 23574355]. 

9. Christman MP, Sukhdeo K, Kim RH, Meehan S, Rieder E, Sicco KL, 
Franks A. Papular mucinosis, or localized lichen myxedematosis 
(LM), (discrete papular type). Dermatol Online J. 2017;23(12). 
[PMID: 29447654]. 

10. Kaplan AP. Angioedema. World Allergy Organ J. 2008;1:103-13. 
[PMID: 23282406]. 

11. Eversole R, Tran K, Hansen D, Campbell J. Lip augmentation 
dermal filler reactions, histopathologic features. Head Neck Pathol. 
2013;7:241-9. [PMID: 23526034]. 

12. Boparai RS, Levin AM, Lelli GJ, Jr. Morbihan Disease Treatment: 
Two Case Reports and a Systematic Literature Review. Ophthalmic 
Plast Reconstr Surg. 2019;35:126-32. [PMID: 30252748]. 

13. Okubo A, Takahashi K, Akasaka T, Amano H. Four cases of 
Morbihan disease successfully treated with doxycycline. J 
Dermatol. 2017;44:713-6. [PMID: 28150340]. 

 




