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Fig. 1. (A) A nontender dusky-red 
to brown plaque with deep, cen-
trally punched-out ulcers covered 
with some crusts and necrotic 
debris. (B) A significant improvement
shown after three intramuscular 
injections of penicillin G.
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Dear Editor:
Syphilis is the Great Masquerader and a syphilitic gumma 
is now extremely rare type of tertiary syphilis, which is 
easy to be misdiagnosed and requires high suspicion 
index. 
A 48-year-old woman presented with a painless ulcerated 
plaque on her face for 2 months. At another hospital, she 
had been treated with antibiotic and antiviral therapies 
with repetitive dressings, which was not successful. She 
was previously healthy and denied trauma and skin can-
cer history. Physical examination showed a 4×4 cm cra-
ter-shaped plaque with crusts and oozing (Fig. 1A). We re-
ceived the patient’s consent form about publishing all 
photographic materials. Provisional diagnosis included 
pyoderma gangrenosum and squamous cell carcinoma. 
Skin biopsy demonstrated extensive necrosis and large 

areas of granulomatous inflammation within the dermis 
(Fig. 2A), including numerous multinucleated giant cells 
(Fig. 2B) and marked lymphoplasmacytic infiltrates (Fig. 
2C). A rapid plasma regain test was reactive (1:16), and 
fluorescent treponemal antibody-absorption (FTA-ABS) 
tests for immunoglobulin M (IgM) and immunoglobulin G 
were both positive. A human immunodeficiency virus 
(HIV) test was negative. Only then did the patient mention 
that she was inadequately treated for syphilis 20 years 
ago. Taken together, she was finally diagnosed with a 
syphilitic gumma. Further work up including cere-
brospinal fluid analysis did not reveal any evidence of in-
ternal organ involvement. The lesion was significantly im-
proved after three intramuscular injections of 2.4 million 
units of penicillin G (Fig. 1B). Since then she has become 
lost to follow-up.
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Fig. 2. (A) Extensive necrosis and 
granulomatous inflammation within
the dermis (H&E, ×40), including 
dense infiltrates composed predo-
minantly of (B) multinucleated 
giant cells (H&E, ×400), (C) lym-
phocytes and plasma cells (H&E, 
×400).

Almost one-third of patients with primary or secondary 
syphilis who were untreated can develop the late manifes-
tations such as cutaneous syphilis, neurosyphilis, or car-
diovascular syphilis1. Cutaneous tertiary syphilis accounts 
for about 16% of them1. The time to progress to tertiary 
syphilis varies from several months to 35 years after in-
fection2,3. When dealing with patients associated with 
HIV, it should be kept in mind that HIV may modify the 
natural course and therapeutic response of syphilis, mak-
ing the patients vulnerable to an accelerated progression2. 
Cutaneous tertiary syphilis can be divided into two forms. 
A noduloulcerative type, the more common variant, oc-
curs as superficial, flat nodules or plaques which pro-
gressively grow to build a serpiginous configuration re-
sembling granuloma annulare. The second, a gumma is 
appears as a non-tender nodular lesion with central 
punched-out necrosis, exhibiting the deeper and more de-
structive features1. Histologically, both contain gran-
ulomas with large aggregates of lymphocytes, plasma 
cells, and multinucleated giant cells. However, caseation 
necrosis is rarely observed in noduloulcerative lesions but 
extensively found in gummas3. Silver stains or immu-

nohistochemical stains for Treponema pallidum are not 
sensitive due to the scarcity of the organism3. 
As cutaneous tertiary syphilis clinically simulates many 
other skin diseases, its diagnosis should depend on a com-
prehensive interpretation of the patient’s medical history, 
pathologic findings, and serology results. An excellent re-
sponse to intramuscular benzathine penicillin G (3 week-
ly) can give an additional guarantee of the diagnosis4. 
When it manifests as an oral lesion, it is sometimes diffi-
cult to determine the stages. Especially, the primary oral 
syphilis required differential diagnosis. However, it usu-
ally occurs as a solitary chancre involving the lips and 
tongue which develops within 1 to 3 weeks after direct 
contact with a syphilitic patient5. Because FTA-ABS IgM 
can be positive regardless of the stages, FTA-ABS test is 
not useful in distinguishing the stages. In the present case, 
the history of having syphilis 20 years ago and having no 
recent suspicious contact helped us diagnose the patient 
as cutaneous tertiary syphilis. 
Although the prevalence of syphilis has continued to de-
cline, the late manifestation from patients who had syph-
ilis in the past can constantly emerge. Thus, awareness of 
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this unusual clinical presentation is necessary to appropri-
ately diagnose and treat patients with cutaneous tertiary 
syphilis.
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Dear Editor:
Calcium and 1,25-dihydroxyvitamin D3 play important 
roles in epithelial cell functions. While low extracellular 
calcium levels in the culture medium induce rapid pro-
liferation of keratinocytes, high extracellular calcium lev-
els stimulate differentiation of keratinocytes. Vitamin D ac-
tivates the proliferation of sebocytes and inhibits differ-
entiation and sebum production in sebocytes1. In addition, 
vitamin D exerts an anti-inflammatory effect on sebo-
cytes2. We evaluated the effects of extracellular calcium 
levels and the interaction between extracellular calcium 
levels and vitamin D on cultured human sebocytes. 
Human sebocytes were cultured in Dulbecco's modified 

Eagle’s medium (HyClone Laboratories, Logan, UT, USA) 
and Epilife (Gibco BRL, Grand Island, NY, USA) in a hu-
midified atmosphere with 5% CO2 at 37oC. The sebocytes 
were used for the experiment after their second 
subculture. The sebocytes were cultured in the presence 
of higher extracellular calcium levels (0.25, 0.5, 0.75, 1, 
or 1.25 mM). CCK8 analysis revealed the absence of any 
toxic effect of extracellular calcium at the concentrations 
tested on cell viability. The active form of vitamin D 10−6 
M was added into the culture media in the presence of 
each concentration of extracellular calcium. After the 
treatment of the sebocytes with vitamin D 10−6 M in the 
presence of 0.25, 0.5, 0.75, 1, or 1.25 mM extracellular 
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