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Abstract: Syphilis is a sexually-transmitted disease with various clinical stages. Secondary syphilis manifestations may mimic other 
skin lesions. Patient co-infected with Human Immunodeficiency Virus (HIV), with CD4 cell counts of 200–499 cells/mm3, often 
manifests an atypical cutaneous lesion, which may also occur as nodular or ulcerative lesions. Generalized nodulo-ulcerative lesions 
without systemic symptoms in secondary syphilis patients with HIV co-infection are rarely reported. A 22-year-old man presented 
with generalized asymptomatic multiple erythematous papules and plaques with scales, as well as nodular and nodulo-ulcerative 
lesions on the trunk, both arms, and both legs. His lesions spread progressively without the presence of any prodromal symptoms or 
adenopathy. He was previously diagnosed with HIV and is currently on antiretroviral medications, with a CD4 cell count of 388 cells/ 
μL. His venereal disease research laboratories (VDRL) result was reactive (titer of 1:256). His Treponema pallidum hemagglutination 
assay (TPHA) result was also reactive (titer of 1:10,240). A skin biopsy was performed from the nodulo-ulcerative lesion on his back. 
Hematoxylin-eosin staining revealed a hyperplastic epidermis, a massive influx of plasma cells, and lymphocyte infiltration into the 
deep dermis, especially in the peri-adnexal, peri-vascular, and peri-muscular regions. The patient was diagnosed with secondary 
syphilis with HIV co-infection. He had no previous history of drug allergy. A single dose of 2.4 million units of benzathine penicillin 
G was administered. Almost all the lesions became hyperpigmented macules after two weeks and resolved completely after one month. 
His VDRL titer declined to 1:32 after three months. The various atypical lesions of secondary syphilis may lead to misdiagnosis and 
delayed treatment. The presence of multiple asymptomatic nodulo-ulcerative lesion without prodromal symptoms may indicate the 
presence of secondary syphilis, notably in patients co-infected with HIV. Therefore, knowledge of atypical cutaneous manifestations of 
secondary syphilis is warranted in order to treat patients accordingly. 
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Introduction
In recent years, there is a high proportion of human immunodeficiency virus (HIV) co-infections among patients with 
syphilis. This can be related to the increased risk of HIV transmission, especially among men who have sex with men 
(MSM).1–3 This higher risk among MSM is thought to be caused by an increased frequency of sexual network from internet 
contact.2,3 Secondary syphilis skin lesions may be similar to other skin diseases. Hence, it is also known as “the great 
mimic” or “the great imitator”.1,2,4 Secondary syphilis lesions are typically asymptomatic and start to appear as scaly 
copper-colored macular rash (roseola syphilitica), papulosquamous lesion with white scaly ring (Biett collarette), or papular 
eruption. These lesions are sometimes overlooked and can be difficult to distinguish.1,2 The presence of HIV co-infection 
can lead to rapidly progressing lesions, and atypical lesions may sometimes appear.4,5 Atypical lesions in secondary syphilis 
include nodular, nodulo-ulcerative, annular, pustular, lues maligna, framboesiform, corymbose, photosensitive systemic 
lupus erythematosus (SLE)-like, leukoderma, as well as chancriform lesions.6 Nodulo-ulcerative lesions with prodromal 
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symptoms are clinical manifestations of syphilis commonly seen in HIV-positive patients.4 This report presents a case of 
generalized asymptomatic erythematous papules and plaques with scales, nodular, and nodulo-ulcerative lesions without 
any prodromal symptoms in a secondary syphilis patient with HIV co-infection.

Case Report
A 22-year-old man presents with generalized asymptomatic erythematous papules and plaques with scales, as well as 
nodular and nodulo-ulcerative lesions on the trunk, both arms, and both legs. The lesions initially appeared as 
asymptomatic guttate erythematous macules and papules with scales on both arms and legs, whereas both palms and 
soles were spared. The lesions then spread progressively within three months, some of which evolved to nummular 
erythematous macules, papules, and nodular lesions. Lesions evolve slowly without abrupt changes. No prodromal 
symptoms or adenopathy were present prior to the eruption of skin lesions. There was also no previous history of solitary 
asymptomatic genital ulcers. The patient underwent voluntary counseling and testing for HIV in a primary care facility 
following his previous history of high-risk sexual behavior as an MSM with multiple sexual partners, and previous 
history of sexual contact as a receptive partner without the use of condoms. His anti-HIV test was reactive, with a CD4 
cell count of 388 cells/μL, but other sexually transmitted infection was not ruled out. The patient had already started his 
antiretroviral therapy for two months during the evolution of the skin lesions. One month prior to his referral to our 
clinic, some of the lesions remained in the form of erythematous papules and plaques with scales, nodular lesions, and 
ulcerated nodular lesions.

Physical examination revealed multiple erythematous papules and plaques with scales, as well as nodular and nodulo- 
ulcerative lesions on the trunk, both arms, and both legs (Figures 1A–D). Erythematous plaques and nodules with scales 
were mostly found on his extremities (Figure 1E). Nodulo-ulcerative lesions (Figure 1F) were found on his extremities and 
back. Other lesions, such as erythematous macules and plaques with scales (Figure 1G), erythematous papules, and nodular 
lesions are generalized. No genital ulcers were seen on physical examination. Vital signs and neurological examination were 
within normal limits. Venereal disease research laboratories (VDRL) and Treponema pallidum hemagglutination assay 
(TPHA) examinations were conducted to screen for syphilis, revealing reactive results with a titer of 1:256 for VDRL and 
1:10,240 for TPHA. Cerebrospinal fluid examination for screening of neurosyphilis revealed clear fluid, non-reactive to 
VDRL, glucose level of 44 mg/dL, and total protein level of 45 mg/dL. Excisional biopsy was performed from the nodulo- 
ulcerative lesions on the back. Histopathological examination with hematoxylin-eosin staining shows hyperplastic epider-
mis, a massive influx of plasma cells around fibrous connective tissue in the dermis, as well as peri-adnexal, peri-vascular, 
and peri-muscular lymphocytic infiltration into the deep dermis (Figure 2A and B).

A diagnosis of secondary syphilis was established based on clinical manifestations, serological test results, and 
histopathological examination. According to CDC guidelines for secondary syphilis, we administered a single-dose 
intramuscular injection of 2.4 million units of benzathine penicillin G. Most of the lesions evolved to form hyperpig-
mented macules without scar formation at two weeks following treatment (Figure 3A–G). A large nodulo-ulcerative 
lesion on the left wrist (Figure 4A) regressed after two weeks (Figure 4B), and evolved to form a hyperpigmented macule 
without scar formation at one month (Figure 4C). His VDRL titer also declined to 1:32 at the third month of follow-up. 
After a 1-year of observation, his VDRL titer remained at 1:32. There was no suspected promiscuity, and no new skin 
lesions were seen during the observation period of one year.

Discussion
An estimated 12 million new cases of syphilis are diagnosed every year in developing countries.5 The seroprevalence of 
syphilis remains high worldwide, mainly in high-risk populations such as MSM and transgenders.2,7 Factors that may 
contribute to the high incidence of syphilis among MSM include high-risk sexual behaviors, internet-use for sexual 
contact, recreational drug use, having multiple sexual partners, as well as receptive anogenital sex as without the use of 
condoms.8–10 It is also known in the European population that the prevalence of MSM with HIV co-infection is 34%.3 

The risk of HIV infection among patients with syphilis is higher in those who practice anogenital sex as the receptive 
partner.11 Our patient is a 22-year-old MSM, with previous history of promiscuity without condom use as a receptive 
partner, who was previously diagnosed with HIV.
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Figure 2 Biopsy sample collected from a nodulo-ulcerative lesion on the lower back (hematoxylin-eosin staining, x20 and x40 magnifications) shows lymphocytic and plasma 
cells infiltration on the dermis (A) and plasma cells appear scattered on the dermis (B, red arrow).

Figure 1 Generalized multiple nodulo-ulcerative lesions on the trunk, both arms (A and B) and both legs (C and D). Erythematous plaques and nodular lesions with scales 
on the left arm (E, green circle), nodulo-ulcerative lesions on the back (F, red circle), and erythematous plaques with scales on the upper right arm (G, yellow circle).
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Figure 3 Regression of the lesion at 12 days after administration of 2.4 million units of benzathine penicillin G. The lesions evolved to become hyperpigmented macules on 
the trunk, both arms (A and B), and both legs (C and D). Almost all the erythematous plaques, as well as nodular and nodulo-ulcerative lesions on the left arm (E, green 
circle), back (F, red circle), and upper right arm (G, yellow circle) evolved to become hyperpigmented macules without scales or scars.

Figure 4 Regression of a large nodulo-ulcerative lesion found on the left wrist (A) was seen after 12 days of treatment. The lesion became smaller, but the ulceration 
persisted (B). After one month following the administration of 2.4 million units of benzathine penicillin G, the large nodulo-ulcerative lesions evolved to become 
hyperpigmented macules without scars (C).
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Secondary syphilis is an infectious vasculitis due to the hematogenous spread of the bacteria characterized by diffuse 
lesions, generalized lymphadenopathy, and reactive serological test results.1 Symptoms of secondary syphilis can commonly 
be found three to six weeks after the appearance of primary genital ulcers.2 The skin lesions of secondary syphilis may mimic 
other skin diseases.6 The lesions usually start to appear as copper-colored macular rash, which can evolve a few days later to 
become asymptomatic symmetric papular eruptions.3 Various atypical skin lesions may appear, such as macular, nodular, 
nodulo-ulcerative, annular, pustular, framboesiform, corymbiform, or chancriform lesions.4,6 These atypical skin lesions can 
commonly be found in patients with HIV co-infections. Immune complexes will circulate in the body and result in 
immunologic abnormalities, marked by a high VDRL titer.2,12–14 Immunologic abnormalities will lead to over-reactivity of 
the immune system and increased number of peripheral T-helper cells.14 This co-infection also causes the skin lesion of 
secondary syphilis to become more severe, persistent, and rapidly progressive.4,5 Tambe et al15 reported two female patients 
with secondary syphilis and HIV co-infections, with nodulo-ulcerative lesions with ecthymatous crusts on the face and 
“kissing” ulcers, along with VDRL titers of 1:32 and 1:256, respectively. Burchak et al16 also reported nodular syphilitic 
lesions in an HIV-positive man with a VDRL titer of 1:256. The lesions present as small nodular lesions without ulcerations. 
Our patient also shows atypical lesions, including nodular and nodulo-ulcerative lesions, and had a VDRL titer of 1:256.

Treponema pallidum cannot be cultured. Hence, the diagnosis of syphilis is confirmed with serological testing, including 
TPHA and VDRL.1,2,4 The TPHA test will confirm the diagnosis of treponemal infection, whereas the VDRL test is performed 
to determine therapeutic response.2,17 The patient in this case was reactive to both TPHA and VDRL, with a history of skin 
lesions, suggestive of secondary syphilis. The VDRL titer was also used to evaluate the therapeutic response in this patient. 
Observations were performed for one year and his VDRL titer had declined at three months following antibiotic initiation.

Histopathological examination is also necessary if atypical lesions are found on a patient with secondary syphilis.4,17 

The structure of the epidermis tend to be normal or hyperplastic with parakeratosis or acanthosis.1,4 Infiltration of plasma 
cells, lymphocytes, or histiocytes may be found on the dermis.1,18,19 Nodulo-ulcerative lesions of secondary syphilis may 
show acanthosis, spongiosis, and dermal edema, with lymphocytic and plasma cells infiltration on the peri-vascular and 
peri-adnexal regions.15 In the current patient, hyperplastic epidermis with massive lymphocytic and plasma cells 
infiltration on the dermis was found in the biopsy sample taken from the nodulo-ulcerative lesion.

Penicillin is used as a systemic treatment for syphilis.1 The treatment of secondary syphilis is the intramuscular 
administration of a single-dose (2.4 million units) of benzathine penicillin G.1,2,8 Therapeutic response to the antibiotic 
can be evaluated from the VDRL titer. A four-fold decline of VDRL titer can be considered as a successful response to 
antibiotics.2 In this patient, the treatment of syphilis was administered after the diagnosis of secondary syphilis was 
established following serological test results and histopathological examination. Clinical response was seen within two 
weeks and improvement was observed at the one-month follow-up. Serological response was seen at the three-month 
follow-up, with a four-fold decline in VDRL titer to 1:32 from the initial 1:256.

Conclusion
Secondary syphilis is a great imitator and may lead to misdiagnosis, including atypical lesions in patients with HIV co-infection, 
due to the presence of immunological abnormalities. Atypical skin manifestations of secondary syphilis may appear as multiple 
asymptomatic nodulo-ulcerative lesions without prodromal symptoms. After confirming the diagnosis with serological tests, it is 
also necessary to perform skin biopsy of atypical lesions to support the diagnosis of secondary syphilis and identify plasma cells 
as well as lymphocytic infiltrates. These atypical lesions may also lead to delayed treatment. Therefore, knowledge of atypical 
cutaneous manifestations of secondary syphilis is warranted in order to treat patients accordingly.
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