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OF SECONDARY SYPHILIS WITH NODULAR LESIONS
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Rezumat

Sifilisul este o boald infectioasd cu transmitere sexuald
in majoritatea cazurilor, determinatd de Treponema
Pallidum.

Caz clinic

Prezentam cazul unei paciente in vdrstd de 58 ani, din
mediul rural, care se spitalizeazd pentru o eruptie papulo-
nodulard, dispusd difuz la nivelul corpului, cu elemente cu
dimensiuni cuprinse intre 0,5-3 cm, unele de culoare rosie-
violacee, coloratia dispdrdnd usor la vitropresiune,
acoperite de scuamd find, in timp ce alte leziuni prezintd
necrozd si ulcerafii pe suprafafd. Leziunile au aparut cu 3
luni inainte de momentul spitalizdrii, initial la nivelul
membrelor inferioare, ulterior cuprinzind celelalte regiuni
topografice.

Cu o lund inainte de prezentarea in clinica noastrd,
pacienta a fost spitalizatd in Italia, unde i s-a prelevat o
biopsie cutanatd, diagnosticul sugerat fiind de Limfom
cutanat plasmocitar.

Am practicat doud biopsii cutanate (leziuni cu aspecte
clinice diferite), pentru a evidentia coexistenta celor doud
boli (stfilis/limfom). Examenul HP si imunofenotiparea,
impreund cu explordrile serologice au exclus diagnosticul
de Limfom cutanat plasmocitar, precizind diagnosticul de
Sifilis secundar cu leziuni nodulare.

Discutii

Desi leziunile nodulare sunt intdlnite de obicei in
sifilisul tertiar, foarte rar sunt prezente si in sifilisul
secundar. In aceastd situatie, diagnosticul diferential se face

cu limfoame si pseudolimfoame, cu micozele profunde,
tuberculoza, metastazele cutanate sau cu leucemidele. In

Summary

Syphilis is an infectious sexually transmitted disease
in most cases, caused by Treponema Pallidum.

Case report

Female patient, age 58, from a rural area, hospitalized
for a papulo-nodular eruption, with a diffuse spread on the
body, with elements ranging in size from 0.5 to 3 cm, some
with a red-purple coloring which easily disappears after
vitropressure, covered with fine scales, while other lesions
exhibit necrosis and ulcers on the surface. The lesions
occurred 3 months before the time of hospitalization,
initially in the lower limbs, later comprising the other
topographical regions.

One month before reporting to our clinic, the patient
was hospitalized in Italy, where a skin biopsy was
performed, the suggested diagnosis being cutaneous
lymphoma with plasmocytic differentiation.

We performed two skin biopsies (cutaneous lesions
with different clinical aspects) to highlight the coexistence
of the two diseases (syphilis/lymphoma). The HP exam and
immunophenotyping, together with serological explorations,
excluded the diagnosis of cutaneous lymphoma with
plasmocytic differentiation, indicating the diagnosis of
secondary syphilis with nodular lesions.

Discussions

Although nodular lesions are usually found in tertiary
syphilis, in very rare cases they may also be present in
secondary syphilis. In this situation, the differential
diagnosis is made with lymphomas and pseudolymphomas,
with deep fungal infections, tuberculosis, skin metastases
and leukemides. In some situations, secondary syphilis may
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anumite situatii, sifilisul secundar poate mima o afectiune
granulomatoasd, precum lepra lepromatoasi sau
sarcoidoza. Prezenta leziunilor nodulare granulomatoase in
sifilisul secundar pare si fie cauzatd de o reactie de
hipersensibilitate a organismului la treponeme sau sd fie o
urmare a evolutiei indelungate a infectiei, ce se indreaptd
spre stadiul tertiar.

Concluzii

Desi extrem de rar, sifilisul secundar cu leziuni
nodulare pune multiple probleme de diagnostic diferential.
Confundarea Iui cu un limfom cutanat plasmocitar poate
avea urmdri dramatice pentru pacient, in cazul urmdrii
unui tratament antineoplazic.

Cuvinte cheie: Sifilis, leziuni nodulare, limfom cutanat.
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mimic a granulomatous disorder, such as lepromatous
leprosy or sarcoidosis. The presence of granulomatous
nodular lesions in secondary syphilis appears to be caused
by a hypersensitivity reaction of the body to the treponema
or to be a consequence of the long-term evolution of the
infection leading to the tertiary stage.

Conclusions

Although extremely rare, secondary syphilis with
nodular lesions poses multiple differential diagnosis
problems. Confusion with cutaneous lymphoma with
plasmocytic differentiation may have dramatic conse-
quences for the patient if an anticancer treatment is
administered.
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Introducere

Sifilisul este o boald infectioasd cu trans-
mitere sexuald In majoritatea cazurilor, deter-
minatd de Treponema Pallidum.

Sifilisul poate mima o serie intreaga de
afectiuni, facand dificil diagnosticul atunci cand
tabloul clinic este atipic, asemenea cazului de fata.

Caz clinic

Pacienta in varsta de 58 ani, din mediul rural,
se spitalizeaza pentru o eruptie papulo-nodulard,
dispusa difuz la nivelul corpului, cu elemente cu
dimensiuni cuprinse intre 0,5-3 cm, unele de
culoare rosie-violacee, coloratia disparand usor la
vitropresiune, acoperite de scuama find, In timp
ce alte leziuni prezintd necroza si ulceratii pe
suprafata. (Fig. 1, 2, 3) Leziunile au apdrut cu
3 luni inainte de momentul spitalizarii, initial la
nivelul membrelor inferioare, ulterior cuprin-
zand celelalte regiuni topografice. Pacienta pre-
zinta prurit de intensitate medie, mucoasele si
fanerele fiind indemne. Cu o lund inainte de
prezentarea in clinica noastrd, pacienta a fost
spitalizatd in Italia, unde i s-a prelevat o biopsie
cutanatd, diagnosticul sugerat fiind de Limfom
cutanat plasmocitar.

Sotul pacientei a decedat In urmd cu mai
multi ani, actualmente aceasta trdind in con-
cubinaj cu o persoana de sex opus.

APP: Sarcina extrauterind operatd (1993),
chist ovarian operat (1997), fractura tibie cu
montare de material de osteosinteza (2017).

Introduction

Syphilis is an infectious sexually trans-mitted
disease in most cases, caused by Treponema
Pallidum.

Syphilis can mimic a whole series of
conditions, making it difficult to diagnose when
the clinical panel is atypical, as is the case here.

Case report

Female patient, age 58, from a rural area,
hospitalized for a papulo-nodular eruption, with
a diffuse spread on the body, with elements
ranging in size from 0.5 to 3 cm, some with a red-
purple coloring which easily disappears after
vitropressure, covered with fine scales, while
other lesions exhibit necrosis and ulcers on
the surface. (Fig. 1, 2, 3) The lesions occurred
3 months before the time of hospitalization,
initially in the lower limbs, later comprising the
other topographical regions. The patient presents
pruritus of medium intensity, while the mucous
membranes, hair and nails remained intact. One
month before reporting to our clinic, the patient
was hospitalized in Italy, where a skin biopsy was
performed, the suggested diagnosis being cuta-
neous lymphoma with plasmocytic differentiation.

The patient’s husband died several years ago,
but she is currently living in cohabitation with a
person of the opposite sex. The patient states
that the last sexual intercourse occurred about
3 months before hospital admission.
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Fig. 1. Leziune nodulard, ulceratd, cu necrozd centrald
Fig. 1. Ulcerated nodular lesion with central necrosis
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Fig. 2. Leziune nodulard, ulceratd, acoperiti de scuamd.
Multiple papule lenticulare, de culoare rosie-ardamie.
Fig. 2. Ulcerated nodular lesion, covered with scales.

Multiple lenticular papules with a reddish-brown colour

Fig. 3. Eruptie papulo-nodulard torace posterior
Fig. 3. Papulo-nodular eruption on the posterior thorax

Examen obiectiv: Fototip III. Normopondere.
Conjunctive hiperemice. Dureri si cracmente la
mobilizarea pasivd a articulatiilor mari. Abdo-
men usor marit de volum, prin panicul adipos.
Ficat la 1-2 cm sub rebordul costal. Restul
examenului clinic pe aparate si sisteme, in limite
normale.

APP: surgically treated ectopic pregnancy
(1993), ovarian cyst surgery (1997), tibial fracture
with osteosynthesis material mounting. (2017).

Clinical Exam: Phototype III. Normal weight.
Conjunctival hyperemia. Pain and crackles
during the passive mobilization of large joints.
Mild increase in abdomen volume through
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Examen de laborator

IgA: 456,10 mg/dL; IgG: 2301, 36 mg/dL;
IgM: 329,88 mg/dL; Uree: 17 md/dL; INR: 1,23;
PT-RP: 13,30 sec; VSH: 105 mm/h; RPR (Rapid
Plasma Reagin test): 59,5 RU (negativ sub 1 RU);
TPLA (Treponema pallidum Latex Agglutina-
tion): 266,9 TU (negativ sub 10 TU). Investigatiile
pentru infectia HIV au fost negative.

Examen sumar de urina: frecvente epitelii
plate si leucocite, numeroasd flora bacteriand si
rare hematii.

Ecografie abdomino-pelvind: in limite normale.

Radiografie pulmonard: nimic activ pleuro-
pulmonar. Cord cu moderatd HVS. Aortd
derulata.

Avand 1n vedere diagnosticul anterior
(Limfom plasmocitar) si serologia pozitiva
pentru infectia treponemicd, am practicat doua
biopsii cutanate (leziuni cu aspecte clinice
diferite), pentru a evidentia coexistenta celor
doud boli (sifilis/limfom).

Examenul HP si imunofenotiparea, impreuna
cu explordrile serologice au exclus diagnosticul
de limfom cutanat plasmocitar, precizand
diagnosticul de sifilis secundar cu leziuni
nodulare.

In perioada spitalizarii, a urmat tratament cu
Penicilina 1.000.000 UI la 4 ore, 5 zile, terapie
completata in ambulatoriu cu benzatin peni-
cilind, conform stadiului bolii. Evolutia a fost
favorabila (absenta de leziuni noi si remiterea
celor existente).

Discutii

Sifilisul a fost descris pentru prima data de
doctorul Girolamo Fracastoro din Verona, in
1530.

In 1905, Schaudinn si Hoffman au descris
asocierea dintre Treponema pallidum si Sifilis,
demonstrand prezenta spirochetelor colorate
Giemsa in serozitatea extrasd de la nivelul
leziunilor de sifilis secundar. in 1906, August von
Wassermann a descoperit o reactie serologica
pentru diagnosticul sifilisului. In 1943, au fost
raportate primele patru cazuri de sifilis tratat cu
succes cu ajutorul Penicilinei, aceasta ramanand
tratamentul de electie si in zilele noastre. [1]

In Romania, incidenta sifilisului a cunoscut o
perioada de crestere intre anii 1986-2002, de la 7,1

220

adipose panicle. Liver at 1-2 cm under the
inferior costal margin. The rest of the clinical
examination was within normal limits.

Laboratory Exam

IgA: 456,10 mg/dL; IgG: 2301, 36 mg/dL;
IgM: 329,88 mg/dL; Urea: 17 md/dL; INR: 1,23;
PT-RP: 13,30 sec; VSH: 105 mm/h; RPR (Rapid
Plasma Reagine Test): 59,5 RU (negative <1 RU);
TPLA (Treponema Pallidum Latex Aggluti-
nation): 266,9 TU (negative <10 TU). Investi-
gations for HIV infection were negative.

Urinalysis: frequent flat epithelial cells and
leucocytes, numerous bacterial flora and rare red
blood cells.

Abdominal and pelvic ultrasound: within
normal limits.

Pulmonary X-ray: No pathological process
observed on the lungs of pleura. Moderate left
ventricle hypertrophy. Uncoiled aorta.

Considering the previous diagnosis
(Cutaneous  Lymphoma of  plasmocytic
differentiation) and positive serology for the
treponemic infection, we performed two skin
biopsies (the lesions had different clinical
aspects) to highlight the coexistence of the two
diseases (syphillis/lymphoma).

The HP exam and immunophenotyping,
together with serological explorations, excluded
the diagnosis of cutaneous lymphoma with
plasmocytic differentiation, indicating the
diagnosis of secondary syphilis with nodular
lesions.

During the hospitalization, the patient was
treated with Penicillin 1,000,000 IU every 4 hours,
for 4 days, followed by Benzatin Penicillin in
ambulatory, according to the stage of the disease.
Evolution was favorable (with symptomatology
remittance and no new lesions).

Discussions

Syphilis was first described by Dr. Girolamo
Fracastoro of Verona in 1530.

In 1905, Schaudinn and Hoffman described
the association between Treponema pallidum
and Syphilis, demonstrating the presence of
Giemsa stained spirochetes in the serosity
extracted from secondary syphilis lesions. In
1906, August von Wassermann discovered a
serological reaction for the diagnosis of syphilis.




la 100.000 de locuitori, la 58,53 la 100.000, pentru
ca In 2003 sd intre intr-o perioada de sciddere,
ajungand la 4,83 cazuri la 100.000 de locuitori in
201e6.

Afectiunea nu are predominantd pentru rasa
sau seX, dar este Insa mai frecventd la populatia
homosexuald. Nu prezintd o varstd de debut
specificd. Desi in scadere, existenta cazurilor de
sifilis congenital (4 cazuri in Romania in 2016),
demonstreaza o deficienta a asistentei medicale a
gravidei.

Factorul etiologic al sifilisului este
Treponema pallidum, care face parte din ordinul
Spirochetales, familia Spirochetaceae, genul
Treponema. Aceasta include patru subtipuri
patogene umane si sase nonpatogene.

Sifilisul secundar apare de obicei dupa 45 de
zile de la infectia primara. [2] [3] Leziunile apar
cronologic si sunt de obicei superficiale, fiind
reprezentate de macule sau papule, mai rar
imbrdacand aspectul de sifilide pustuloase,
lichenoide, sifilide pigmentare sau ectimatoase.
Au fost descrise si cazuri al ciror tablou clinic se
manifestd prin noduli care pot mima un limfom
cutanat, asa cum s-a intdmplat in cazul pacientei
noastre.

Pacienta noastra a fost diagnosticata initial cu
limfom cutanat plasmocitar, din cauza leziunilor
de aspect nodular si a examenului histopatologic
care a relevat infiltrat inflamator bogat in
plasmocite, aspect intdlnit si in cazul sifilisului
secundar.

Desi leziunile nodulare sunt intdlnite de
obicei in sifilisul tertiar, foarte rar sunt prezente
si in sifilisul secundar. In aceasti situatie,
diagnosticul diferential se face cu limfoame si
pseudolimfoame, cu micozele profunde, tuber-
culoza, metastazele cutanate sau cu leucemidele.
In anumite situatii, sifilisul secundar poate mima
o afectiune granulomatoasd, precum lepra
lepromatoasd sau sarcoidoza. Prezenta leziunilor
nodulare granulomatoase in sifilisul secundar
pare sa fie cauzatd de o reactie de hiper-
sensibilitate a organismului la treponeme sau sa
fie o urmare a evolutiei indelungate a infectiei, ce
se Indreaptd spre stadiul tertiar. [4]

Diagnosticul diferential dintre limfomul
cutanat plasmocitar si sifilis se bazeaza pe
aspectele histopatologice si imunofenotipare,
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In 1943, the first four cases of syphilis success-
fully treated with Penicillin have been reported,
this remaining the treatment of choice even today.
[1]

In Romania, the incidence of syphilis has
experienced a period of growth between 1986-
2002, from 7.1 per 100,000 inhabitants to 58.53 per
100,000 inhabitans; in 2003 the number of cases
started to decline, reaching 4,83 cases per 100,000
inhabitants in 2016.

The disease does not have predominance for
race or sex but is more common in the gay
population. It does not have a specific onset age.
Although decreasing, the incidence of congenital
syphilis (4 cases in Romania in 2016)
demonstrates a deficiency in the medical care of
pregnant women.

The etiological factor of syphilis is
Treponema pallidum, which is part of the
Spirochetales order, the Spirochetaceae family,
the Treponema genus. This includes four human
pathogens and six nonpathogenic subtypes.

Secondary syphilis usually occurs after 45
days of primary infection. [2] [3] The lesions
appear chronologically and are usually super-
ficial macules or papules, rarely taking the
appearance of pustular syphilis, lichenoid
syphilides, pigmentary or ecthymatous
syphilides. There have been described cases
where the clinical panel manifested through
nodules that can mimic a cutaneous lymphoma,
as was the case with our patient.

Our patient was initially diagnosed with
cutaneous lymphoma with  plasmocytic
differentiation due to the nodular appearance of
the lesions and histopathological examination
that revealed inflammatory infiltrate rich in
plasma cells, aspect which can also be
encountered in secondary syphilis.

Although nodular lesions are usually found
in tertiary syphilis, in very rare cases they may
also be present in secondary syphilis. In this
situation, the differential diagnosis is made with
lymphomas and pseudolymphomas, with deep
fungal infections, tuberculosis, skin metastases
and leukemides. In some situations, secondary
syphilis may mimic a granulomatous disorder,
such as lepromatous leprosy or sarcoidosis. The
presence of granulomatous nodular lesions in
secondary syphilis appears to be caused by a
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pozitivarea testelor pentru sifilis si rezultatul bun
la tratamentul cu penicilina. [5]

Din 1992 si pand in 2013 au fost citate
aproximativ 20 de cazuri de sifilis secundar cu
leziuni nodulare de dimensiuni mari. In
majoritatea cazurilor, leziunile au fost ne-
dureroase si nonpruriginoase, dar cativa pacienti
au descris prurit de intensitate scdzutd, asemenea
pacientei noastre. [3]

Sifilidele sunt localizate de obicei la nivelul
trunchiului, scalpului si extremitatilor, in special
la nivelul palmelor si plantelor. In cazul pacientei
noastre, leziunile palmo-plantare au lipsit, majo-
ritatea fiind situate la nivelul trunchiului.

Adenopatia de dimensiuni mici si genera-
lizatd este prezentd in sifilisul secundar, insd a
fost absentd in cazul pacientei noastre. Alte boli
cu transmitere sexuald au fost si ele excluse in
urma investigatiilor.

Aspectul histopatologic in sifilis este,
asemenea aspectului clinic, variat si poate mima
diverse afectiuni. Aspectul cel mai frecvent este
de infiltrat plasmocitar perivascular, infiltrat
inflamator la nivelul jonctiunii dermo-
epidermice si hiperplazie epidermica. Au fost
descrise si cateva cazuri de sifilis secundar cu
leziuni atipice si aspect histopatologic ce mima
un pseudolimfom sau chiar un limfom. [6]

Diagnosticul este pus in general in urma
reactiilor serologice pozitive si prezenta T.
pallidum in leziunile cutanate ale pacientilor.

In cazul pacientei noastre, aspectul histo-
patologic si imunofenotiparea au exclus un
limfom cutanat, iar testele serologice au fost
pozitive si leziunile cutanate au disparut dupa
administrarea penicilinei. Toate acestea au repre-
zentat argumente pentru sustinerea diagnosti-
cului de sifilis secundar cu leziuni nodulare,
forma rar intalnitd in practica dermatologica.

Diferentierea dintre sifilisul secundar si cel
tertiar este dificild, mai ales in situatia in care nu
se cunoaste momentul infectiei, iar leziunile
cutanate au aspect nodular. Pledeazad pentru un
sifilis secundar aspectul simetric al leziunilor,
absenta distructiei tisulare importante si
distributia leziunilor la nivelul trunchiului,
membrelor si scalpului. In cazul pacientei
noastre, leziunile au fost dispuse la nivelul
trunchiului, scalpului si membrelor, simetric,
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hypersensitivity reaction of the body to the
treponema or to be a consequence of the long-
term evolution of the infection leading to the
tertiary stage. [4]

The differential diagnosis between
cutaneous lymphomas of plasmocytic dif-
ferentiation and syphilis is based on histopatho-
logical aspects and immunophenotyping, a
positive test result for syphilis and good results
after the treatment with penicillin. [5]

From 1992 to 2013, approximately 20 cases of
secondary syphilis with large nodular lesions were
quoted. In most cases, the lesions were painless
and non-pruritic, but a few patients described
pruritus of low intensity as our patient. [3]

The syphilides are usually located on the
trunk, scalp and extremities, especially palms
and soles. In our patient, the lesions on the palms
and soles were lacking, most of them being
located on the trunk.

Generalized and small sized adenopathy is
present in secondary syphilis but was absent in
our patient. Other sexually transmitted diseases
were also excluded following investigations.

The histopathological aspect in syphilis,
just like the clinical appearance, can be varied
and mimic various conditions. The most common
aspect is perivascular plasma cells infiltrate,
inflammatory infiltrate in the dermo-epidermal
junction and epidermal hyperplasia. Several
cases of secondary syphilis with atypical lesions
and histopathological appearance that mimic a
pseudolymphoma or even a lymphoma have
been described. [6]

The diagnosis is generally based on
positive serologic reactions and the presence of T.
pallidum in the patients skin lesions.

In our patient’s case, the histopathological
exam and immunophenotyping excluded a
cutaneous lymphoma, the serologic tests were
positive for Treponema Pallidum, and the skin
lesions disappeared after penicillin
administration. All these represented arguments
for sustaining the diagnosis of secondary
syphilis with nodular lesions, a form rarely
encountered in the dermatological practice.

Differentiation between secondary and
tertiary syphilis is difficult, especially when the
time of primary infection is unknown, and skin
lesions have nodular appearance. It pleads for




leziunile fiind aproximativ in acelasi stadiu de
evolutie, aspecte specifice sifilisului secundar.

[7]

Concluzii

Desi extrem de rar, sifilisul secundar cu
leziuni nodulare pune multiple probleme de
diagnostic diferential.

Confundarea lui cu un limfom cutanat
plasmocitar poate avea urmdri dramatice pentru
pacient in cazul urmaérii unui tratament
antineoplazic.
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Conclusions

Although extremely rare, secondary
syphilis with nodular lesions poses multiple
differential diagnosis problems. Confusion with
cutaneous lymphoma with plasmocytic dif-
ferentiation may have dramatic consequences for
the patient if an anticancer treatment is
administered.
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