REVISTA

INSTITUTO
MEDICINA
TROPICAL

SAO PAULO

JOURNAL OF THE SAO PAULO
INSTITUTE OF TROPICAL MEDICINE

'"Universidade Federal do Rio Grande do
Sul, Programa de Pds-Graduagao em
Microbiologia Agricola e do Ambiente,
Porto Alegre, Rio Grande do Sul, Brazil

2Universidade Federal de Ciéncias da
Saude de Porto Alegre, Porto Alegre,
Rio Grande do Sul, Brazil

3Santa Casa de Misericérdia de Porto
Alegre, Porto Alegre, Rio Grande do Sul,
Brazil

“Clinica Richter Dermatologia, Santa Cruz
do Sul, Rio Grande do Sul, Brazil

SUniversidade Federal do Rio Grande do
Sul, Programa de Pés-Graduagdo em
Medicina: Ciéncias Médicas, Porto Alegre,
Rio Grande do Sul, Brazil

SUniversidade Federal do Rio Grande
do Sul, Departamento de Microbiologia,
Imunologia e Parasitologia, Porto Alegre,
Rio Grande do Sul, Brazil

Correspondence to: Maria Lucia
Scroferneker

Universidade Federal do Rio Grande do Sul,
Departamento de Microbiologia, Imunologia
e Parasitologia, Rua Sarmento Leite, 500,
CEP 90050170, Porto Alegre, RS, Brazil

E-mail: scrofern @ ufrgs.br
Received: 25 January 2021

Accepted: 3 August 2021

Rev Inst Med Trop Sao Paulo. 2021;63:e68

CASE REPORT

http://doi.org/10.1590/S1678-9946202163068

Atypical presentation of secondary syphilis: annular lesions
in an elderly patient

Danielle Machado Pagani“ ', Fernanda Brandao Pacheco??, Natalia
Andressa Buss Venier??, Isadora da Luz Silva?3, Giselda Kipper Richter?,
Laura Luzzatto?®, Maria Lucia Scroferneker®

ABSTRACT

Syphilis is a chronic bacterial sexually transmitted infectious disease caused by
Treponema pallidum. Different age groups are affected by heterogeneous clinical forms
of the disease. We report a case of atypical secondary syphilis in an elderly patient with
diffuse annular erythematous lesions on the chest, back, upper and lower limbs diagnosed

by histopathological, immunohistochemical and serological tests.

KEYWORDS: Syphilis. Cutaneous syphilis. Rash. Treponema pallidum. Infection.

INTRODUCTION

Syphilis is a sexually transmitted infection caused by Treponema pallidum, a
spiral-shaped bacterium that belongs to the Class Spirochaetes. During the 2000s,
cases of syphilis were mostly reported in homosexual and HIV-infected patients.
The Center for Diseases Control and Prevention (CDC) in the United States reported
an increase of 80% in the number of cases between 2014 and 2018".

The diagnosis of syphilis can be a challenge even for the most experienced
dermatologist due to several clinical forms and a number of differential diagnoses
that must be excluded. The disease’s natural history evolved with alternating periods
of activity and different clinical, immunological characteristics (primary, secondary
and tertiary) and latency periods. Primary syphilis is characterized by a solitary,
ulcerated, painless lesion with a hardened edge and an inside portion of the lesion
clean. Lesions appear on average three weeks after the infection and disappear in
3-8 weeks, regardless of treatment?®?.

Secondary syphilis occurs between 6 to 8 weeks after the primary lesion.
Syphilitic roseola is the first manifestation, characterized by erythematous, lenticular,
oval or circular, isolated or confluent lesions. These lesions are highly variable and
may vary from fine, slightly scaly papules to exophytic verrucous forms, mainly
affecting the trunk and thighs. Erythematous lesions with a flat surface and striking
collar scales can affect the palms and feet soles?. Nodular variants of secondary
syphilis can present as erythematous, violaceous plaques, or nodules®.

The morphology of secondary annular syphilis varies from fine, slightly scaly
papules to exophytic verrucous forms that can affect the scalp, trunk, perioral,
perianal and genital regions. They may be accompanied by non-specific symptoms
(fever, malaise, headache, odynophagia) in 12% of patients. Iritis, anterior uveitis,
osteitis, periostitis, glomerulonephritis, hepatitis and nephrotic syndrome are
secondary syphilis manifestations®. Painless generalized adenopathies are present in
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up to 70 to 85% of patients. Due to the variety of secondary
presentation forms, it is essential to pay attention to the
different diagnoses, such as pharmacodermia, viral rash,
pityriasis rosea, figured erythema and leprosy®*.

Tertiary syphilis occurs in approximately 15% to 25%
of untreated infections. It can appear between 1-40 years
after the onset of the infection'. It is characterized by the
involvement of the nervous system, cardiovascular system,
and the formation of the syphilitic gumma, a proliferative
granulomatous process that can affect any tissue in the body.
In the reported case, the patient had diffuse erythematous
annular lesions characterizing an atypical secondary syphilis.

CASE REPORT

The patient was a male, caucasian, 86 years old patient.
He reported to be a retired military, heterosexual, widowed,
with a previous history of hypertension and a of sexual
intercourses with a prostitute. On admission, he presented
diffuse spots on his body that appeared three weeks before
his first evaluation at a dermatology clinic in Santa Cruz do
Sul, Rio Grande do Sul State, Brazil. Later, he was admitted
to the Hospital Santa Casa de Misericordia in Porto Alegre,
Rio Grande do Sul State, Brazil , two months after the onset
of the first lesion (day 0). When he arrived, he did not present
the typical primary syphilis lesions, and denied other skin
lesions preceding the current condition. However, he had
mild symptoms of fatigue and joint pain. He also reported
a weight loss of 10 kg in the last two months without a
calorie-restricted diet. During the physical examination, we
found diffuse annular erythematous plaques on the chest,
back, upper and lower limbs (Figure 1). No palpable lymph
node enlargement or other changes were identified in the
physical examination.

Figure 1 - Annular erythematous plaques with spared centers
on the chest and upper limb.
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When he arrived at the hospital, he no longer had the
typical primary syphilis lesions. Serology and a biopsy of
an anterior chest lesion were requested. The VDRL test
found a ' titer, and the anti-Treponema pallidum 1gM
antibody was positive. The serological assessment for
HIV, hepatitis B, and hepatitis C was negative (day 5).
The histopathological examination showed a dense
mononuclear infiltrate in the epidermis and hypodermis,
with perivascular and perianexial involvement (day 14)
(Figure 2). The immunohistochemistry showed the presence
of anti-treponemal antibodies and numerous spirochetes
(Figure 3). The clinical protocol and therapeutic guidelines
for sexually transmitted infections® recommend the use of
benzathine benzylpenicillin 2.4 million international units
(IU), intramuscularly (IM), in a single-dose (1.2 million in
each gluteus). However, most treated cases report a better
outcome with the administration of three doses®’. The
dermatologist, in this case, chose to treat the suggestive
secondary syphilis with benzathine penicillin and a total
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Figure 2 - A histopathological exam showing a perivascular
lymphoplasmacytic infiltrate (HE, 40X).

Figure 3 - Anti-treponemal antibodies and spirochetes in an
immunohistochemistry test (40X, indicated by the arrows).
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dose of 4,800,000 IU as a precaution. The first dose on the
first day of treatment was 2,400,000 IU; on day seven, the
patient received a second dose of 1,200,000 IU; and on day
14, the third dose of 1,200,000 IU. The lesions disappeared
in 30 days.

DISCUSSION

Currently, the treatment of syphilis can be troublesome.
The disease can have different forms of lesions and
difficult-to interpret laboratory results®. Patients with
secondary syphilis usually have one or more systemic
symptoms associated with a positive serology. Tertiary
syphilis, on the other hand, usually occurs decades after
the primary infection and includes aortitis, gum lesions,
dementia and tabes dorsalis in people with positive
serology®®.

Non-treponemal tests include the rapid plasma reagin
(RPR) and the Venereal Disease Research Laboratory
(VDRL). The results of these tests are expressed in titles,
indicating the last dilution of the sample that still shows
reactivity or visible flocculation. These two tests are
not equivalent and can vary according to the laboratory.
Treponemal tests measure specific [gM and IgG antibodies
against T. pallidum proteins, including the T. pallidum
particle agglutination (TPPA), the Fluorescent Treponemal
Antibody Absortion Test (FTA-ABS), and the treponemal
pallidum hemagglutination assay by [TPHA], and
more recently, the enzyme immunoassay (EIA) and the
chemiluminescent immunoassay [CLIA]'. Furthermore,
different factors can interfere with the evolution of
serological markers, such as age, sex, stage of syphilis at
the time of diagnosis'. False-positive results of VDRL
generally show titers below . However, values like %2
can be found in patients with true syphilis. False-positive
VDRL can occur due to several different health conditions,
particularly in older people. The elderly patients can
present with rheumatoid factor, antinuclear antibodies and
hypergammaglobulinemia. These findings corroborate
the importance of combining different diagnostic tests®'2,
Although serological methods are the main tools to confirm
the diagnosis of secondary syphilis, skin biopsies are often
performed to control possible false positive and negative
results'™. In the case reported here the anti-7. Pallidum
IgM can be considered low, however, the detection of IgM
antibodies is important in the differentiation between late
(tertiary) and recent infection (primary and secondary)'.
It is known that after treatment of primary and secondary
syphilis, IgM antibodies against T. pallidum become
undetectable within 6-12 months'®. Our patient did
not report antibiotic therapy in the months before the
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hospital admission, so we could not confirm that the low
IgM title was due to previous medication. However, his
clinical conditions were not compatible with late/tertiary
syphilis. Based on the clinical findings, the time elapsed
since the appearance of the skin lesions until he sought
medical attention, and the results of the exams, a case of
secondary syphilis was suggested even if the presentation
was uncommon for a secondary syphilis. Usually, in
secondary syphilis the cutaneous rash is diffuse, symmetric,
erythematous and annulopapular’®,

The increase in life expectancy, in the quality of life,
and the availability of medication that allows a prolonged
sexual life have caused changes in the sexual behavior of the
elderly, making this age group more vulnerable to sexually
transmitted infections, such as syphilis'”.

CONCLUSION

An important factor change in the characteristics of
patients with syphilis is the growth of this infection among
the elderly. The diagnosis of patients with manifestations of
disseminated annular erythematous lesions can be difficult
due to the variety of differential diagnoses and the criteria
to define risk groups. Syphilis in the elderly population
has increased in recent years, requiring a more careful
observation by dermatologists.
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