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CASE 21 

Patient: A 82-year-old Thai woman from Bangkok 

Chief complaint: Expanding lesion on left leg for 2 months 
Present illness: The patient noticed asymptomatic faint 
brownish to erythematous plaque on her left leg. The surface 
contained multiple keratotic punctum arranged closely set 
together. The rash gradually expanded over time. 

Past history: Diabetes, Hypertension, Dyslipidemia  

Family history: nill 

Physical examination: unremarkable 

Dermatological examination (Figure 21.1-2):  Solitary well-
defined erythematous annular plaque with indurated border 
and multiple keratotic punctum 

Figure 21.1 Figure 21.2 
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Histopathology (S09-19185) (Figure 21.3): 
• Deep invasion of flattened epidermis with a hint of keratotic 

crater 
• Scar in the surrounding dermis 

 
Figure 21.3, H&E 20x 

Diagnosis:  Keratoacanthoma centrifugum marginatum 

Presenter:  Chatchadaporn Keerathikajornchai 

Consultant:  Kumutnart Chanprapaph 
Suthep Jerasutus 

Discussion: 
Keratoacanthoma (KA) is a unique epidermal 

tumor characterized by rapid, abundant growth and a 
spontaneous resolution, with the classic presentation in middle-
aged, light-skinned individuals in hair bearing, sun-exposed 
area. The KA may present clinically as a solitary lesion or 
multiple lesions, in a sporadic fashion or in an inherited 
syndrome, or in association with inflammatory disease. Some 
KA may metastasize, and there is debate over the relationship 
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of KA to squamous cell carcinoma and whether to classify KA as 
benign or malignant. Solitary KA usually develops in sun-
exposed areas, primarily on the face (lower lip, cheek, nose, 
eyelid), neck, and hands, and undergo three distinct stages1. 
The first stage is a rapid proliferative phase, in which the tumor 
increases in size to reach 10–25 mm in diameter in 6–8 weeks. 
Histopathological finding demonstrates horned-filled 
invagination of the epidermis protruding into the dermis. The 
strands are poorly demarcated from the surrounding stoma in 
some areas and may contain cell with nuclear atypia. The 
second stage is the mature KA, where the lesion stops growing, 
maintains its crater form, and appears as a bud, dome, or 
berry-shaped structure containing hair, a central keratin plug, 
and signs of fragmentation. Histology of fully developed lesion 
shows in its center a large, haphazardly shaped crater filled 
with keratin. Irregular epidermal proliferation extends both 
upward into the crater and downward from the base of the 
crater. Less nuclear atypia is seen than that of the initial stage. 
Finally, in the involution stage, 50% of KA undergoes 
spontaneous resolution in 4–6 weeks, with expulsion of the 
keratin plug and resorption of the tumoral mass, leaving an 
atrophic and hypopigmented scar. After proliferation has 
ceased, cells at crater base undergo keratinization. There may 
be shrunken, eosinophilic cells among the tumor cells located in 
the stroma, suggesting cell degeneration. Gradually, the crater 
flattens and disappears. 

  Keratoacanthoma centrifugum marginatum 
(KCM) is an extremely rare variant of KA since it was first 
described in 1962. It is usually seen as a solitary lesion, most 
frequently appearing on the legs. In contrast with KA, KCM 
extends horizontally across the surface, reaching a size of 20 
cm or more and shows no tendency towards spontaneous 
resolution 2-3. Instead, there is persistent peripheral extension 
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with a raised border, and atrophy in the center of the lesion. 
Histologic study is the same as in KA. The clinical finding of 
multiple tiny closely set dome shaped cratered papules with 
central keratin plug (Figure 21.1)  together with histologic 
finding typical of KA suggested the diagnosis of KCM in this 
patient (Figure 21.3). 

  The cause of tumor is unknown. Some subtypes 
of multiple KA are inherited genitically.  Some authors have 
demonstrated human papilloma virus infection in KA4-6. Most 
KAs are found on sun-exposed skin leading to the postulation of 
reaction from ultraviolet radiation. Tar has been implicated as 
aggravating KA7.Trauma may also be a predisposing factor8. In 
additions, there is a subset of KA seen in HIV-positive patients 
9-10. However, no aggravating factor was found in our patient. 

  Numerous treatment modalities have been 
described for KA, including surgical excision, Moh’s 
micrographic surgery11, intralesional methotrexate12, topical and 
intraleional bleomycin13, topical and intralesional 5-fluorourcil14, 
topical imiquimod15, oral isotretinoin16 and etretinate17. A recent 
literature reported a case of refractory, locally aggressive KCM 
of scalp having strong epidermal growth factor receptors 
(EGFRs) expression and demonstrating excellent response to 
erlotinib18. Although KCM typically presents with persistent 
peripheral growth, the characteristic feature in our patient is 
gradual tumor growth in 2 months and size stabilization at 
presentation. Histology was compatible with KA in the 
involution stage. Hence, there was tendency towards a self-
remitted disease. Conservative approach was adopted as a 
treatment option, the patient was on close followed up. The 
tumor was photographed every 2-3 weeks. The patient was 
fully advised about the natural history of the disease and 
compliance with the follow-up schedule. Finally the tumor 



 

128  

spontaneously regressed and disappeared within 5 months. 
(Figure 21.2) 

  This case illustrates an exceptional case of 
keratoacanthoma centrifugum marginatum with spontaneous 
remission. The key point in the history is a lesion diminishing in 
size or at least one that has stopped enlarging. Histology of 
involuting tumor gave us confident to merely just wait and see 
with close observation. However in general, therapeutic 
intervention is preferable because there are no reliable criteria 
to differentiate with confidence between KA and SCC.  
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