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ABSTRACT

Individuals infected with the human immunodeficiency virus (HIV) have a higher
risk of co-infection with syphilis, and may have a different course of evolution
from those who are seronegative, sometimes faster and more aggressively.
The manifestation of secondary syphilis is proportionately more prevalent, with
malignant syphilis (MS) being a rare form of this stage of the disease, but with a
significant increase in the number of cases after the AIDS epidemic. MS presents
with pleomorphic lesions, classically described as disseminated ulcero-nodular
lesions, accompanied by more intense constitutional symptoms. This report
describes the case of a female patient whose diagnosis of HIV was simultaneously
established with that of recent syphilis, which occurred during the investigation
of disseminated, ulcerated and crusted skin lesions, sometimes with a rupioid
appearance. The diagnosis of secondary syphilis was established in association
with asymptomatic neurosyphilis. Despite the clinical and laboratory criteria
compatible with the diagnosis of MS, the infrequent cutaneous presentation
deserved the differential diagnoses grouped as a verrucous syndrome, especially
sporotrichosis.

Headings: Syphilis, Cutaneous; Acquired Immunodeficiency Syndrome; Warts;
Case Report.

RESUMO

Individuos infectados pelo virus da imunodeficiéncia humana (HIV) possuem maior
risco de coinfecgdo com sifilis, podendo cursar com evolugéo diferente daqueles
soronegativos, por vezes de forma mais rapida e agressiva. A manifestagao
de secundarismo é proporcionalmente mais prevalente, sendo a sifilis maligna
(SM) uma forma rara deste estagio da doenga, mas com expressivo aumento
do numero de casos apos a epidemia de aids. A SM apresenta-se com lesdes
pleomoérficas, descritas classicamente como Ulcero-nodulares disseminadas,
acompanhadas de sintomas constitucionais mais intensos. Este relato descreve o
caso de uma paciente cujo diagnéstico de HIV foi simultaneo ao de sifilis recente,
ocorrido durante investigagdo de lesbes cutaneas disseminadas, ulceradas e
crostosas, por vezes com aspecto rupidide. O diagnoéstico de sifilis secundaria
foi estabelecido em associagao a neurossifilis assintomatica. Apesar dos critérios
clinicos e laboratoriais compativeis com o diagnéstico de SM, a apresentagao
cutdnea infrequente mereceu os diagndsticos diferenciais agrupados como
sindrome verrucosa, em especial a esporotricose.

Descritores: Sifilis Cutanea; Sindrome de Imunodeficiéncia Adquirida; Verrugas;
Relato de Caso.

INTRODUCTION

The recent change in terminology from sexually transmitted
disease (STD) to sexually transmitted infection (STI) added an important
warning about exposure and risk perception to syphilis. It is a chronic
infection caused by the spirochete Treponema pallidum, whose clinical
manifestations vary according to the stage of the disease and represent
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a diagnostic challenge. The primary form occurs between
two to six weeks after exposure, characterized by the
appearance of a hard chancre at the inoculation site — a
shallow, clean-bottomed ulcer that heals regardless of
treatment. The secondary form is established between
one and two months after the primary, and the most
characteristic manifestation is generalized skin rash
with palmoplantar involvement, which may present with
systemic symptoms (fever, lymph node enlargement,
hepatitis, nephritis). The early latent phase represents
the asymptomatic individual with less than one year of
infection and can only be diagnosed through serological
tests. In this period, in up to 24% of cases, recurrence
of secondary lesions may occur, a risk that reduces
after one year of infection, in the late latent phase. From
this moment on, about 70% of individuals will remain
in latency for life, while another 30% may progress to
one of the tertiary forms of the disease (neurosyphilis,
cardiovascular, gummatous syphilis), in a period ranging
from 2 to 50 years after initial infection’.

Although syphilis is not considered an opportunistic
infection, its incidence is increased in the HIV population.
Both diseases interfere with each other’s progress.
Syphilitic lesions, especially the primary ulcer, lead to
the breakdown of the epithelial and mucosal barrier,
facilitating the entry of the virus and thus increasing the
risk of HIV acquisition in the first six months of exposure to
Treponema. The primary chancre is deeper, with a larger
diameter and longer time required for healing, and 25%
of co-infected patients have concomitant primary and
secondary lesions at the time of diagnosis?®.Co-infection
generates a transient increase in viral load and a reduction
in the CD4 T-cell count, reversible after syphilis treatment.
The clinical presentation is mostly similar to seronegative
patients, but with specific characteristics, such as a rapid
and sometimes aggressive progression, in addition to a
greater predisposition to neurosyphilis.

Malignant syphilis (MS) is included in the secondary
stage of the disease, represented by greater atypia and
variability of cutaneous lesions. MS is rare, associated
with immunosuppression in general (with especially high
incidence in HIV-positive individuals), and classically
described by multiple pleomorphic, ulcero-nodular lesions
with more intense constitutional symptoms*®. The present
report describes a case of a patient who presented MS
and neurosyphilis as the initial manifestation of AIDS,
with skin lesions that, despite being compatible with
the diagnostic criteria of lues maligna, deserved a wide
spectrum of differential diagnoses.
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CASE REPORT

A 40-year-old female patient was admitted to the
emergency department of a tertiary hospital specializing
in infectious diseases with a complaint of skin lesions that
had appeared three months before. These lesions were
initially described as erythematous-violaceous papules in
the anterior region of the chest, followed by new lesions
of an additive nature, which generalized throughout the
body, progressing with ulceration of the papules and
formation of coarse crusted plaques. She also reported
asthenia and inappetence, with an estimated weight
loss of 6 kg. She denied fever, respiratory, neurological,
and gastrointestinal changes. No previous comorbidities
were reported, and she was not taking any continuous
medication, though she had a past history of drug
addiction. She had lived in an urban area in the state of
Sao Paulo for over 20 years and had cats as pets.

Upon initial examination, she had widespread
erythematous scaly macules and patches, interspersed
with ulcerated, crusty vegetating plaques, sometimes with
a rupioid appearance (in which there are several layers
of thick crusts similar to the shell of an oyster covering
the ulcerations), more intense in the thoracic and distal
extensor aspect of limbs, without mucosal or palmoplantar
involvement [Figures 1 and 2].

The initial diagnostic hypotheses involved diseases
such as verrucous syndrome, and the dermatologist in
charge considered sporotrichosis as the main hypothesis,
given the characteristics of the lesions and compatible
epidemiology.

However, positive serology for HIV was confirmed
by immunoblotting in the admission exams, in addition
to a positive treponemal test (chemiluminescence) and
titration in serum of a non-treponemal Venereal Disease
Research Laboratory (VDRL) test of 1:512. The patient
denied previous knowledge of these diagnoses. CD4
T-lymphocyte (CD4 TL) count resulted in 249 cells/mm?
and the HIV viral load was 102,152 copies/mL (log).
Biopsy of the skin lesion showed a lymphoplasmacytic
dermal infiltrate with perivascular and periadnexal
deposition, extending to the interface with the epidermis,
and presence of acantholysis, compatible with chronic
dermatitis with an acute component. No granulomatous
pattern was observed, and alcohol-acid fast bacillus
(AAFB) and fungi were negative by specific staing
methods. The immunohistochemical analysis was
positive for the antigen of Treponema spp, while negative
for herpes simplex virus (HSV).
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Figure 1. A. Crusted ulcerated plaques, some with a vegetative or rupioid appearance, disseminated in the thorax region and dorsal

surface of the hands; B. Same injuries in closer detail.

Figure 2. Erythematous, scaly papules and plaques in the anterior
region of the legs and medial region of the left thigh.

As an initial approach, therapy was prescribed for
secondary syphilis (intframuscular benzathine penicillin
G 2,400,000 IU) and presumptive treatment for herpes
(intravenous acyclovir 450 mg 8/8h) in view of the
polymorphism of the lesions. Antiretroviral therapy with
tenofovir (TDF), lamivudine (3TC), and dolutegravir (DTG)
was also started after negative screening for tuberculosis
(chest tomography without suggestive changes) and
cryptococcosis (negative antigen in serum).

Faced with the diagnosis of syphilis in a patient with
CD4 TL less than 350 cells/mm3, the patient underwent
computed tomography of the skull (no changes), eye

fundoscopy (no changes) and cerebrospinal fluid (CSF)
collection, whose result confirmed an asymptomatic
neurosyphilis: 109 cells'/mm?® with a predominance of
93% lymphomonocytes, increased levels of protein
concentration in CSF (110 mg/dL; reference value 40mg/
dl), and positive immunology (positive FTA-ABS and
VDRL positive 1:4). Other screening tests on CSF were
negative (Gram stain, AAFB, fungus, and China ink).

Syphilis treatment was then changed to crystalline
penicillin G (4,000,000 IU4/4h, intravenous), while acyclovir
was discontinued after skin biopsy results. After nine days
of adequate treatment with intravenous penicillin, the
patient requested discharge from the hospital, a decision
that was not reversed even after recommendations to the
contrary by the assistant medical team. The patient was
prescribed intravenous ceftriaxone 1g 12/12h, to complete
14 days of treatment on an outpatient basis in her city of
origin. However, the patient did not return and there was a
loss of follow-up after discharge.

DISCUSSION

Several reports present the concomitant diagnosis of
syphilis and HIV infection, similar to this case, including
a detailed description of negative serologies documented
before the diagnosis of co-infection®. People living with
HIV (PLHIV) are eight times more likely to acquire syphilis
compared to the general population?. In these individuals,
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the spectrum of clinical presentation is wide, especially in
the secondary form of the disease, represented by atypical
cutaneous findings, with faster progression and greater
severity of lesions, in addition to an earlier progression to
tertiary stages and a greater probability of disease relapse,
even after adequate treatment with penicillin’.

MS is one of these atypical forms. Initially described
as a tertiary presentation of the disease by Bazin in 1859,
it was later reclassified as an aggressive variation of the
secondary in 1896* The key features that differentiate
it from a late form include the presence of multiple
pleomorphic papules, with ulcero-nodular, ovoid, and
crusted lesions, with a short incubation period and a four-
week prodrome before the skin eruptions®.

Before the HIV/AIDS epidemic, only 14 cases had
been reported in the literature, and MS was a clinical
entity considered to be extremely rare®. The first report in
an HIV-positive patient was described in 1987, followed
by a growing increase in subsequent years to the point
of reaching an estimated incidence 60 times higher than
the general population'®'". In a recent systematic review,
45 cases of MS reported between 2014 and 2018 were
analyzed; 73.3% of the patients were HIV positive and,
among these, more than half had a CD4 TL count between
200-499 cells/mm?® — a fact demonstrating that MS is not
necessarily associated with severe immunosuppression,
as in the case of the patient reported here®.

The classic criteria considered for the diagnosis of
MS (described by Fisher et al.) are high titers in a non-
treponemaltest, severe Jarisch-Herxheimer (JHR) reaction,
compatible macroscopic and microscopic characteristics,
and rapid resolution of the lesions after the institution of
adequate treatmenté. In the case described here, signs
were compatible with the diagnosis of MS, such as high
serum VDRIL titers, rapid progression with ulceration of the
lesions and perivascular dermal involvement. However,
the patient did not progress with JHR (which was also
observed in most of the cases described more recently®),
and it was not possible to characterize the rapid clinical
improvement with the treatment due to post-discharge loss
of follow-up.

Regarding the appearance of the lesions, the most
common cutaneous findings of MS are ulcerated nodular
lesions, different from that presented by the patient®.
For this reason, the initial diagnostic hypotheses were
diseases with the presentation of verrucous syndrome,
which includes infections with cutaneous manifestations
of crusted, vegetative, or verrucous ulcers. These
diseases are recognized in dermatology by the acronym
PLSCT, namely paracoccidioidomycosis, cutaneous
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leishmaniasis, sporotrichosis, and
cutaneous tuberculosis.

Regarding neurosyphilis, its higher frequency in
PLHIV makes the indications for lumbar puncture less
restrictive. Studies show that cerebrospinal fluid alterations
(pleocytosis and increased levels of protein concentration
in CSF) are more common in individuals with an CD4 TL
count < 350 cellss/mm? and a serum VDRL titer = 1:3223,
The latter was considered by Libois et al. as the best
predictor of lumbar puncture indication in asymptomatic
patients, with a sensitivity of 100%*. These two markers
were present in the case described, and the diagnosis
of neurosyphilis was confirmed by the positivity of CSF
in the VDRL test, a more specific method, but with low
sensitivity?.

The most recent Brazilian guidelines do not consider
the CD4 TL count or serological titrations as criteria to
indicate cerebrospinal fluid puncture, whichis only indicated
in symptomatic patients (neurological or ophthalmological)
or who have evidence of active tertiary syphilis, as well
as in cases of therapeutic failure'. If the management of
this patient had been limited to these criteria, there would
have been no indication for performing lumbar puncture
and the diagnosis of asymptomatic neurosyphilis would
not have been made, nor would the therapeutic regimen
be changed.

CONCLUSION

chromomycosis,

In this report, syphilis - the “great imitator”, as referred
by Sir William Osler - assumes a rare and atypical form,
with lesions in papules and ulcerated and crusted plaques,
easily confused with other disseminated infections — which
in fact occurred, particularly because the patient had a
positive epidemiological history of mycoses endemic in
Brazil. In this context, we suggest the inclusion of syphilis
among the differential diagnoses for verrucous syndrome
in HIV-positive patients.

“This case report deserved an official declaration of acknowledgement
and ethical approval by its institution of origin and was peer-reviewed
before publication, whilst the authors declare no fundings nor any
conflicts of interest concerning this paper. It is noteworthy that case
reports provide a valuable learning resource for the scientific community
but should not be used in isolation to guide diagnostic or treatment
choices in practical care or health policies. This Open Access article is
distributed under the terms of the Creative Commons Attribution License,
which permits unrestricted use, distribution, and reproduction in any
medium, provided the original work and authorship are properly cited.”
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