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ABSTRACT 

 
Introduction: syphilis, considered a sexually transmitted infection, is caused by the bacterium 

Treponema pallidum. Its incidence has significantly decreased; however, "the great imitator" 

remains, and it is essential to maintain a diagnostic suspicion since, in addition to the usual 

clinical forms, infrequent manifestations or those that mimic other diseases may arise, 

complicating timely detection depending on the evolutionary stage of the disease. Objective: 

to determine the correlation of histological studies with the clinical suspicion of the disease. 

Case Presentation: although histopathological study is not listed as a criterion for defining the 

index case and consequently the diagnosis of the condition, sometimes the diverse morphology 

of the lesions warrants the use of skin biopsy to rule out other conditions. A 54-year-old male 

patient presented with general and cutaneous manifestations lasting several weeks. 

Complementary tests were indicated for diagnosis and to initiate subsequent management. 

Additionally, a skin biopsy was performed to evaluate other diagnostic possibilities. The 

histological result confirmed the clinical suspicion of syphilis, demonstrating the importance of 

histology in dermatological conditions. Conclusions: the clinical manifestations of syphilis are 

challenging, and their recognition is crucial. Although histology is not considered a laboratory 

criterion for diagnosis, clinical suspicion and skin biopsy with characteristic results of this 

infection were key elements in the patient's care. 

 
 
RESUMEN 
 
Introducción: la sífilis, considerada de transmisión sexual, es causada por la bacteria 

Treponema Pallidum. Su incidencia ha decrecido de forma significativa, sin embargo, ¨la gran 

simuladora¨ permanece y es preciso mantener la sospecha diagnóstica ya que además de las 

formas clínicas habituales, pueden aparecer manifestaciones infrecuentes o que simulen otra 

enfermedad, que dificulten la detección oportuna, según la etapa evolutiva en que se encuentre 

la misma. Objetivo: determinar la correlación de los estudios histológicos con la sospecha 

clínica de la enfermedad. Presentación del caso: aunque el estudio histopatológico no está 

señalado como criterio para definir el caso índice y por consecuencia el diagnóstico de la 

entidad, en ocasiones, la morfología diversa de las lesiones determina que se contemple el uso 

de la biopsia cutánea, para descartar otras afecciones. Se presenta un paciente masculino, de 

54 años, con manifestaciones generales y cutáneas de varias semanas de evolución. Se 

Indicaron complementarios para el diagnóstico e iniciar conducta a seguir. Además, se realizó 

biopsia de piel para evaluar otras posibilidades diagnósticas. El resultado histológico corroboró 

la sospecha clínica de Sífilis y quedó demostrada la importancia de la histología en las 

afecciones dermatológicas. Conclusiones: las manifestaciones clínicas de la sífilis son un reto y 

su reconocimiento es crucial. Aunque la histología no se considera un criterio de laboratorio 

para el diagnóstico, la sospecha clínica y la biopsia cutánea con resultados característicos de 

esta infección fueron elementos clave en la atención del paciente. 
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INTRODUCTION 

 
Syphilis is a systemic infectious disease caused by the bacterium 

Treponema pallidum. Its primary route of transmission is sexual, 

although it can also occur vertically (transplacentally) from mother to 
fetus. The microorganism penetrates through mucous membranes or 

breaks in the skin, creating a primary lesion from which it spreads via 
the lymphatic system to the regional lymph nodes and subsequently 

disseminates hematogenously. (1,2) 

 

Its incidence is higher in young adults (20 to 49 years); however, due 
to contemporary sexual practices, it can be observed in other age 

groups. Regarding the distribution by sex, numerous studies report a 
predominance in males. (3-6) 

 

Understanding the evolutionary chronology of syphilis is essential to 

establish the clinical stage at the time of diagnosis. After a variable 
incubation period (between 10 and 90 days, with an average of 21), 

the disease progresses intermittently, alternating between phases of 

symptomatic activity and periods of latency. (1,4) 

 

The primary stage is defined by the appearance of the syphilitic 
chancre: one or more painless ulcers, usually genital or extragenital, 

accompanied by regional lymphadenopathy and bacteremia, lasting 
up to five weeks. Approximately fifteen days after the appearance of 

the chancre, non-treponemal serology (VDRL) becomes reactive. This 
is followed by an early latency period, characterized by the absence 

of clinical symptoms, but with persistent serological reactivity, which 
lasts between one and six weeks. (1,2,4) 

 
Secondary syphilis, as many authors have described it, "appears like 

a storm in a clear sky." This is due to the diverse morphology of the 
lesions and the involvement of various systems: systemic, cutaneous, 

mucosal, appendage, and visceral manifestations. The elevated 

number of treponemes in the blood, the high number of skin and 
mucous membrane lesions, the increased contagiousness, and the 

VDRL reactivity in 100 % of patients are distinctive characteristics of 
this stage. This is followed by the early latency period, lasting from 

one to one and a half years. Next comes late syphilis, which can 
persist for 10 years or more. This stage can be symptomatic or 

asymptomatic and occurs in 30 % to 40 % of patients, characterized 
by skin, cardiovascular, and neurological lesions. (1,2,4,5) 

 
Regarding classification, syphilis is divided into congenital and 

acquired, and these are further subdivided into early and late, 
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according to the duration of the infection. (1,4) This classification 

determines the appropriate management for each patient.  
 

Although its origin is uncertain, different historical accounts place it in 

Asia or America, prior to Columbus's voyages, spreading to Europe 
through sailors involved in various wars. Evolutionary theory suggests 

the possibility that syphilis developed from yaws between 1500 and 
3000 BC (2,4). The name "syphilis" is attributed to the poem by 

Girolamo Fracastoro. In 1530, he narrated the misfortunes of a 
shepherd named Syphilo who, punished by the god Apollo, suffered a 

repulsive disease. This infection is also known as lues, a term 
introduced by Jean Fennel in the 16th century, meaning plague or 

pestilence in Latin (4,6,7). From the beginning of the 16th century, it 
was considered a scourge of humanity, remembered as the epidemic 

that afflicted 15 % of the European population at that time. (4) 

During the 20th century, major scientific advances related to this 
condition occurred. In 1941, non-treponemal tests began to be used 

as a diagnostic tool, and two years later, penicillin was introduced as 
a treatment for the disease. (4,8) With the advent of 

immunofluorescence techniques, the FTA-ABS test began to be used 
as a specific test in 1962, and subsequently, in the 1990s, PCR 

studies were developed. Towards the end of the century, the 
complete sequencing of the Treponema pallidum genome was 

achieved. (7,8) 

The parameters for diagnosis are: epidemiology, clinical stages, and 
treponemal or non-treponemal tests. Laboratory criteria must always 

be present to report a case and prescribe treatment. 

Early detection of syphilis presents a diagnostic challenge due to its 
remarkable clinical pleomorphism, which frequently mimics other 

dermatological and infectious conditions. For dermatologists, timely 
recognition is a critical professional responsibility, not only because of 

its implications for individual patient management, but also because 
of its alignment with the public health objectives established in the 

National Strategic Plan for the Prevention and Control of STIs and 

HIV/AIDS. An accurate clinical suspicion is the fundamental starting 
point for initiating appropriate case management, investigating sexual 

contacts, and implementing interventions in exposed populations, 
thereby interrupting the chain of transmission. 

In this context, this case is presented with the aim of determining the 

correlation between the histological findings and the clinical suspicion 
of the disease.  

CASE PRESENTATION 
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A 54-year-old male patient with no significant past medical history 
presented with a single lesion on his lower lip that appeared two 

weeks prior to the consultation. Five days later, multiple additional 

lesions suddenly appeared on his face and trunk. During this initial 
evaluation, given the clinical suspicion of a sexually transmitted 

infection (STI), serological tests were ordered (HIV, VDRL, hepatitis B 
surface antigen, and hepatitis C antibodies). 

 
The patient returned to the institution two weeks later, reporting that 

he had not undergone the requested additional tests. At this second 
visit, he reported the onset of general constitutional symptoms, 

including loss of appetite, asthenia, malaise, and fever. He also 
described changes in the size and morphology of the pre-existing skin 

lesions. There was no documented history of drug allergies or recent 
exposure to known substances or allergens. 

 
Cutaneous findings: 

 

 Erythematous lesions, some reddish-purple, with an infiltrated 
and nodular appearance (Fig. 1). 

 Multiple papules of varying size, shape, and number. 
 Formation of plaques by the confluence of several lesions. 

 Surface covered with dry, whitish, easily detachable, lamellar 
scales (Fig. 2). 

 Generalized distribution, predominantly in the proximal regions 
of the upper and lower extremities, trunk, and face. Facial 

involvement gave a "leonine facies" appearance. 
 

Neurodermatological examination: Negative for sensory or motor 
abnormalities.  

 

 
 

Fig. 1: erythematous lesions, some reddish-purple in color, with an infiltrated and 

nodular appearance. 
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Fig. 2: erythematous papules, some reddish-purple, with an infiltrated and nodular 

appearance, with the presence of scales. 

 

Additional Tests Ordered 
 

1) Serology: 
 HIV: Non-reactive. 

 Hepatitis B (HBsAg): Non-reactive. 
 Hepatitis C (anti-HCV antibodies): Non-reactive. 

 VDRL: Not performed (due to logistical reasons beyond the 
patient's control). 

 
2) Skin Biopsy: 

 Site: Lesion on the dorsal region. 

 Histopathological Report: "Superficial and deep nodular 
dermatitis, with a tuberculoid granulomatous pattern, abundant 

plasma cells in the inflammatory infiltrate, and marked 
endothelial cell hyperplasia. Epidermis preserved" (Fig. 3). 

 Anatomopathological Conclusion: Compatible with secondary or 
tertiary syphilis 

 

 
                                          

Fig. 3: Histological image compatible with secondary or tertiary syphilis. 
 

To conclude and diagnose an index case of syphilis, the laboratory 
criterion (VDRL) is mandatory. This case never yielded the VDRL 

result because, for reasons beyond the patient's control, it could not 
be performed. With the histological result, the patient was referred to 
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their local health center, after prior coordination with the 

dermatologist there. They were evaluated in the STI clinic, since this 
condition is reported, managed, and followed up in primary 

healthcare. 

 
A referral was received for the case, which was treated with a single 

dose of 2.4 million units of benzathine penicillin. An epidemiological 
survey was conducted, and the patient is currently under serological 

follow-up.  
 

DISCUSSION 
 

This case illustrates an atypical, nodular-granulomatous presentation 
of secondary syphilis in a patient, in whom the inability to obtain 

immediate serological confirmation (VDRL) highlights the crucial 
value of the clinicopathological correlation in guiding timely 

therapeutic management. 
 

Its importance to the scientific literature lies in reinforcing the role of 

skin biopsy as a critical diagnostic tool in contexts of high clinical 
suspicion when standard serological tests are unavailable or the 

clinical presentation deviates from classic manifestations—a scenario 
not uncommon in settings with logistical limitations or in rare 

presentations of the disease. 
 

The clinical presentation of the patient presented, characterized by 
infiltrated papules and plaques with a generalized distribution and 

facial involvement ("leonine facies"), differs from the diffuse 
maculopapular forms typically described in secondary syphilis. This 

nodular and infiltrative morphology, although unusual, has been 
documented in case series and isolated reports, which emphasize its 

potential for confusion with other granulomatous or neoplastic 
entities. For example, Fernández Camporro et al. (8) and Rysgaard et 

al. (10) describe granulomatous histological patterns in nodular 

secondary syphilis, highlighting the presence of a dense infiltrate with 
plasma cells and vasculitis as key findings, which coincides with the 

authors' observations (tuberculoid granulomatous infiltrate, abundant 
plasma cells, and endothelial hyperplasia). 

 
Similarly, Díaz Lobo et al. (5) and Merenzon et al. (7) report atypical 

presentations (neurosyphilis, ocular syphilis, ulcerated or 
desquamative lesions on fingertips) that were initially mistaken for 

other pathologies, underscoring the "great imitator" nature of syphilis 
and the need to maintain a high index of suspicion. 
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Regarding the therapeutic approach, the decision to initiate empirical 

treatment with benzathine penicillin (2.4 million units, single dose) 
based on strong clinical suspicion and histopathological support, 

before serological confirmation, aligns with public health 

recommendations for the control of sexually transmitted infections. 
 

This action, followed by referral to the specialized STI clinic in 
primary care for notification, contact tracing, and serological follow-

up, reflects comprehensive and timely management. The literature 
supports this approach in contexts of high clinical probability, where 

delays in treatment can increase transmissibility and the risk of 
complications. The National Strategic Plan for the Prevention and 

Control of STIs (Cuba, 2023) emphasizes the importance of clinical 
suspicion and rapid management to interrupt the chain of 

transmission, a principle that was successfully applied in this case. 
 

The differential diagnoses considered (leprosy, sarcoidosis, cutaneous 
T-cell lymphomas, arboviral infections) were ruled out through a 

combination of clinical presentation, neurodermatological examination 

(no sensorimotor abnormalities), and the specific histological pattern 
(non-caseating granulomas with abundant plasma cells and 

vasculitis). Although histology alone is not pathognomonic, the 
aforementioned triad, in a suggestive epidemiological and clinical 

context, significantly increases the diagnostic probability of syphilis, 
as several authors concur. (9,11) 

 
The main limitation is the initial absence of the VDRL test, the 

standard laboratory criterion for definitive confirmation. However, this 
very fact reinforces the central message of the case: in scenarios 

where serological confirmation is delayed or not feasible, a detailed 
histopathological evaluation can provide sufficient evidence to justify 

early therapeutic intervention and subsequent confirmation, thus 
fulfilling public health objectives. 

 

CONCLUSIONS 
 

This case underscores that cutaneous histopathology, while not a 
substitute for serology, is a crucial diagnostic pillar in atypical syphilis 

when standard confirmation is unavailable. The clinicopathological 
correlation allowed for timely empirical treatment with penicillin, 

aligned with public health objectives. It reaffirms the need to 
integrate all available tools when faced with unusual presentations of 

this “great imitator” and highlights the importance of a bold clinical 
approach to prioritize early intervention, avoiding delays that are 

detrimental to both the patient and transmission control.  
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