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Abstract 
Syphilis is one of the greatest masquer-

aders in dermatology, like mycosis fun-
goides or sarcoidosis. In fact, secondary
syphilis can simulate different dermatologi-
cal conditions, not only clinically but also
histopathologically. A 34-year-old Brazilian
man from Manaus (Amazonas) attended our
Department complaining for 2 weeks of
asthenia, weight loss and multiple asympto-
matic disseminated erythematous papules
and scaly plaques with well-defined borders
and a tendency to confluence were observed
on the trunk, neck and extremities, clinical-
ly similar to psoriasis guttata. The skin
biopsy and laboratory tests disclosed sec-
ondary syphilis and the patient was treated
with intramuscular benzathine penicillin
with prednisolone, with a complete resolu-
tion.

Psoriasiform syphilis, which imitates
psoriasis, was well known by old dermatol-
ogists and was called syphilide psoriasi-
forme or psoriasis syphilitique.
Psoriasiform syphilis is one of the atypical
presentations of secondary syphilis and der-
matologists should be aware of psoriasi-
form syphilis in order not to improperly
treat syphilis patients with immunosuppres-
sive drugs; also, pathologists should be
aware of secondary syphilis histopathologi-
cal features.

Introduction
Syphilis is one of the greatest masquer-

aders in dermatology, like mycosis fun-
goides or sarcoidosis. In fact, secondary
syphilis can simulate different dermatologi-
cal conditions, not only clinically but also
histopathologically. The secondary stage of
syphilis corresponds to a lymphatic and
hematogenous spread of Treponema pal-
lidum (T.pallidum) with mucocutaneous and
systemic manifestations.1,2

Fever, malaise, sore throat, localized or
generalized lymphadenopathy,
hepatosplenomegaly, weight loss, myalgia,
arthralgia and headaches are possible pro-
dromal symptoms, simulating different con-

ditions such as nodal lymphoma or rheuma-
tological conditions. Skin manifestations
are usually classified in early (roseola-like
eruption on the trunk), late (generalized
maculopapular or papulosquamous poly-
morphic eruption in successive waves) and
specific localized lesions on the palms and
soles (symmetric papules and plaques with
collarette of Biet), codylomata lata, corona
veneris along the hairline, hypopigmented
macules on the neck and pachy alopecia.
Mucosal involvement occurs in 30% of
cases with perlèche, split papules, mucous
patches and a sore throat.1,2

Furthermore, atypical manifestations
have been described and include nodular,
annular, framboesiform and pustular vari-
ants, consequent with several differential
diagnoses. Nodulo-ulcerative, secondary
syphilis (lue maligna) occurs mainly in
HIV-positive patients.3

In some patients, secondary syphilis
may even closely resemble psoriasis, that
represents the most frequent inflammatory
skin conditions.4,5 Therefore syphilis must
not be overlooked and before starting a spe-
cific systemic treatment for psoriasis, an
accurate skin examination and laboratory
investigations are mandatory if syphilis is
suspected.

Case Report
A 34-year-old Brazilian man from

Manaus (Amazonas) attended our depart-
ment complaining for 2 weeks of dissemi-
nated skin lesions (Figure 1), asthenia and
weight loss. His past medical history was
unremarkable, he was not taking any drugs
and Psoriasis was not recorded in his family
history. A physical examination disclosed
enlarged retroauricular, inguinal and supra-
trochlear lymph nodes. At the dermatologi-
cal examination, multiple asymptomatic
disseminated erythematous papules and
scaly plaques with well-defined borders,
with a tendency to confluence were
observed on the trunk, neck and extremities;
a few macules with peripheral scaling were
also present. The palms presented erythe-
matous-squamous psoriasiform lesions, the
soles were not involved, scales were present
on the scalp and oral and genital mucosa
were normal, as well as nails. He did not
report arthralgias.

A skin biopsy performed on a lesion of
the trunk to confirm the presumptive clini-
cal diagnosis of guttate psoriasis, showed
epidermal hyperplasia (slight irregular
acanthosis with elongated rete ridges) with
stratum granulosum and moderate paraker-
atosis, without neutrophils in stratum

corneum. In the dermis a superficial and
deep perivascular periadnexal interstitial
infiltrate and lymphohistiocytic infiltrate
with plasma cells was present and endothe-
lial swelling was observed (Figure 2). 

Laboratory investigations disclosed a
positive rapid diagnostic test for syphilis,6
positive VDRL (titre 1:64) and FTA-ABS
tests. HIV and hepatitis C virus screening
were negative. 

The diagnosis of psoriasiform second-
ary syphilis was made. The patient was
treated with 2400 UI intramuscular benza-
thine penicillin with 60mg prednisolone
pre-treatment to prevent a Jarisch-
Herxheimer reaction. The lesions healed in
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five weeks. 

Discussion and Conclusions
According to the latest Epidemiological

Report, published in October 2019, Brazil
identified a total of 158.051 cases of
acquired syphilis, with the Amazon region
accounting for 3325 cases, and a 59.3%
increase of cases in Amazonas compared to
the previous year, much greater than the
national increase, which was 28.7%.
Considering that sub-notification is a reality
in isolated states such as the Amazonas, we
can speculate on the real extension of this
ancient and current problem.7

Reports of atypical forms of syphilis
have become more frequent, but the second-
ary stage is the one that presents the most
polymorphism of lesions. This stage,
marked by the systemic dissemination of
spirochetes and typical skin implication, is
undoubtedly the most clinically challeng-
ing.2-4 One of the atypical forms is the pso-
riasiform syphilis, which imitates psoriasis
(the most frequent inflammatory disease).8

This type of presentation was well
known by old dermatologists and was
called syphilide psoriasiforme or psoriasis
syphilitique;9 recently Martins et al careful-
ly reviewed old corresponding literature
which is mainly reported on old dermatol-
ogy textbooks.9 In modern literature, psori-
asiform syphilis has been more frequently
reported with presentation mimicking pal-
moplantar psoriasis, either in patients co-
infected with HIV,8-10 or in HIV-negative
patients.11-15 In most cases, syphilis was not
correctly diagnosed at the beginning and the
patients were treated for psoriasis.11,12,16 To
our knowledge, there is not a clear cut
explanation of the pathophysiological
mechanism of this type of presentation.3 A
familiar history of psoriasis was also not
reported by our patient.

Interestingly, our patients papulosqua-
mous lesions involved mainly the trunk and
extremities, while the palms presented only
few erythematous-squamous psoriasiform
lesions and the soles were not involved.
Morphology and distribution of the lesions,
together with the absence of mucosal
involvement in our patient simulated clini-
cal guttate psoriasis, a diagnosis that would
have fit very well with the recent history of
an exanthematic appearance. The skin biop-
sy did not show the typical psoriasiform
hyperplasia, but a slight irregular acanthosis
with elongated rete ridges and the presence
of a consistent lymphoid infiltrate with
numerous plasma-cells together with
endothelial swelling, which were suspicious
for syphilis and drove us to specific labora-
tory investigations. 

                             Case Report

Figure 1. A-D) Multiple asymptomatic disseminated erythematous papules and scaly
plaques with well-defined borders, with a tendency to confluence were observed on the
trunk, neck and extremities.

Figure 2. A-C) Slight epidermal hyperplasia, superficial and deep perivascular, periadnex-
al and interstitial infiltrate (H&E; 20×, 40× and 100×, respectively) D)
Lymphohistiocytic infiltrate with numerous plasma cells (H&E; 400×).
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Diagnosis of syphilis is mainly clinical,
then supported by laboratory tests; skin
biopsies are performed when a clinical pres-
entation is unusual or other conditions must
be ruled out. Particularly, secondary
syphilis is called The Great Imitator
because it can mimic many other different
conditions, both clinically and histopatho-
logically. Pityriasis rosea, psoriasis, drug
eruption, lichen planus, pityriasis
lichenoides and mycosis fungoides are only
a few examples, of the many clinical differ-
ential diagnosis of secondary syphilis.2-4 In
our geographical region (Amazonas)
endemic diseases like Leishmaniasis and
Hansen’s Disease must also be considered
in the differential diagnosis of secondary
syphilis.2-4

Histopathology is even more intriguing
because the histological features vary
according to the stage of the disease, but it
is essential to identify potential secondary
syphilis patients with ambiguous clinical
manifestation through pathology.17,18

Alessi et al already described in 1983
the different pathological presentation of
secondary syphilis according to the clinical
stage, from early macular lesions to late
papular ones. The degree infiltrate density
and its distribution increases from early
(superficial and perivascular) to late stages
(superficial, bandlike, and deep perivascu-
lar dermatitis); the same for epidermal
changes with increasing expression of
parakeratosis, spongiosis and exocytosis.19

Ackermann wrote that a psoriasiform
lichenoid pattern, in which plasma cells pre-
dominate is a clue to secondary syphilis,
therefore plasma cells are historically con-
sidered a significant feature of syphilis.20
Contrarily, later Flamm et al. reported that
plasma cells can be seen in both syphilis
and pityriasis lichenoides and, therefore
plasma cells are not a helpful distinguishing
feature. 9 Interestingly, plasma cells can also
be absent in about 30% of syphilis
biopsies.18 

The same authors also reported that the
combination of interstitial inflammation,
endothelial swelling, irregular acanthosis,
and elongated rete ridges should increase
the possibility of syphilis, even when no
clinical suspicion exists.17 Recently Liu &
Li expanded the spectrum of histological
features of secondary syphilis, reporting
that also necrotic keratinocytes are one of
the characteristics of secondary syphilis and
is mainly the combination of plasma cells,
irregular acanthosis, elongated rete ridges,
and endothelial swelling that should
increase the likelihood of syphilis.21

The main histopathological differential
diagnoses are pityriasis lichenoides, pityria-
sis rosea, and mycosis fungoides, with

pityriasis lichenoides being the most diffi-
cult one. Flamm et al. reported that there
was no unique histopathological feature
strongly associated with syphilis.
According to these authors, elongated rete
ridges and interstitial inflammation favor
syphilis over pityriasis lichenoides but there
is no definitive feature that can differentiate
between them. Secondary syphilis and
pityriasis rosea can be distinguished by neu-
trophils in the stratum corneum, plasma
cells, interface dermatitis with lympho-
cytes, vacuoles, and lymphocytes with
ample cytoplasm, all features that are
strongly associated with syphilis.17,18
Syphilis and mycosis fungoides have a very
similar histopathological appearance, but
plasma cells and lymphocytes with ample
cytoplasm are rare in early mycosis fun-
goides and can be used as distinguishing
features. 17,18

However, Hoang et al reported that
immunohistochemistry (IHC) with a mono-
clonal antibody to Treponema pallidum
demonstrated a sensitivity of 71%, which
was superior to the 41% sensitivity of the
silver stain. The presence of T.pallidum was
detected mostly at the dermal-epidermal
junction, which is probably related to the
interaction between the outer membrane
protein of T.pallidum and the extracellular
matrix.12 Although serologic studies remain
the gold standard, IHC is a very useful and
rapid tool for detecting T. pallidum in biop-
sies of secondary syphilis.22

Concerning our case, there was a dis-
crepancy between the clinical picture (thick
plaques were prevalent) and the degree of
epidermal hyperplasia. However, the pres-
ence of interstitial infiltrate with plasma
cells, slight irregular acanthosis with elon-
gated rete ridges and endothelial swelling
were suspicious for syphilis, then confirmed
by serological tests.

Clinicians should be aware of psoriasi-
form syphilis, in order not to improperly
treat a syphilis patient with immunosup-
pressive drugs;23 also pathologists should be
aware of the histopathological features of
secondary syphilis.
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