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Secondary syphilis mimicking systemic

rheumatic disease: Report of 2 cases

Sífilis secundaria simulando una  enfermedad reumatológica
sistémica: reporte de 2 casos

Syphilis, an infectious disease caused by Treponema pallidum,

has been described as the “great imitator” in medicine, especially

in its secondary stage.1 Far from being a topic restricted to the

pre-antimicrobial era, this disease is now a  public health prob-

lem, with 7.1 million new cases per year in  adults worldwide.2 This

means it has to be considered as part of the differential diagnosis for

numerous clinical manifestations, many of which are  shared with

systemic rheumatological diseases such as lupus and Still’s disease.

We  present the case of a 42-year-old woman, with a sister with

rheumatoid arthritis, who consulted for two months of polyarthral-

gia of small and large joints, associated with odynophagia, episodes

of unquantified febrile sensation and maculopapular rash on the

chest, abdomen and upper limbs, without palmoplantar involve-

ment, pain or pruritus. Physical examination revealed only the

described rash (Fig.  1A). Full blood count showed white blood cells

of 6900/mm3, lymphocyte count of 1104/mm3 and an erythrocyte

sedimentation rate of 63 mm/h. The rest of the general examina-

tions were normal. Anti-nucleocytoplasmic antibodies (ANA) were

positive (1/80 with homogeneous pattern), with negative anti-

ENA, anti-DNA, rheumatoid factor and anti-neutrophil cytoplasm,

as well as normal complements C3 and C4.

Despite denying risk factors, a VDRL (Venereal disease research

laboratory) test was requested and was positive (1/64), as was

the MHA-TP (microhaemagglutination assay for T. pallidum anti-

bodies). HIV, HBV and HCV were negative. The patient was given

benzathine penicillin (2.4 million IU) as a single dose, with excellent

clinical response.

Another case was that of a 63-year-old male, with a  sister with

lupus nephropathy, who consulted with a two-month history of

papular rash on his trunk and upper limbs, with involvement of

the palms, associated with episodes of unquantified febrile sensa-

tion. He also reported polyarthralgia of small and large joints, mild

oedema of the lower limbs and odynophagia. Physical examina-

tion revealed rash (Fig. 1B), mild soft oedema on both legs, painless

cervical lymphadenopathy and two mouth ulcers, one on the hard
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palate and the other on the right lateral border of the tongue. Full

blood count showed leucocyte count 6200/mm3,  lymphocyte count

1099/mm3 and erythrocyte sedimentation rate 37 mm/h. The rest

of the general examinations were normal. Positive ANA test with

titre 1:640 with speckled pattern, with negative anti-ENA, anti-

dsDNA, rheumatoid factor and anti-neutrophil cytoplasm, as well

as normal complements C3 and C4.

Despite denying risky sexual behaviour, a VDRL test was

requested and was  positive (1/64), as was MHA-TP. HIV, HBV and

HCV were negative. The patient was given benzathine penicillin

(2.4 million IU) as a  single dose, with excellent clinical response.

One to two months after the primary syphilitic lesion,

which may  go unnoticed, secondary manifestations arise due to

haematogenous spread of T. pallidum. These can include symptoms

such as fever, rash, odynophagia, lymphadenopathy, polyarthral-

gia  or arthritis, mucosal lesions, alopecia, hepatitis and renal

involvement.3 The rash, present in more than 80% of patients,

is  characteristically non-pruritic and involves the whole body,

including palms and soles, which is considered key for clinical sus-

picion. It is usually maculopapular, symmetrical and sometimes

even scaling, similar to psoriatic plaques.4 The diagnosis of sec-

ondary syphilis is  confirmed by a  positive VDRL and treponemal

tests, such as the MHA-TP. Regarding treatment, there is consensus

on the single-dose schedule with benzathine penicillin 2,400,000

IU.5

The cases described have a  number of similarities. They both

consulted rheumatology in the first instance and had a  family his-

tory of autoimmune diseases. The symptoms were very similar,

as was  having a  lymphocyte count at the lower limit, an aspect

not consistent with the literature, which generally describes lym-

phocytosis, except when it occurs in patients with HIV, in  whom

lymphopenia predominates.6 Both patients had a positive ANA,

which can occur in infectious diseases, especially tuberculosis and

syphilis.7 The fact that 24% of lupus patients can have false-positive

VDRL can make the differential diagnosis even more difficult.8

In conclusion, both  conditions had clinical features of  systemic

autoimmune diseases, such as lupus and Still’s disease, especially

polyarthralgia and rash associated with fever and mouth ulcers.

Secondary syphilis should therefore always be considered in the

differential diagnosis of diseases that appear to  be of rheumatic

aetiology.
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Fig. 1. (A) Case 1. 42-year-old woman with maculopapular rash in the right axilla. (B) Case 2. 63 year-old male with papular rash in the chest/abdominal area.

Funding

None.

Conflicts of interest

The authors have no conflicts of interest to declare.

References

1. Peeling RW,  Mabey D,  Kamb ML,  Chen XS, Radolf JD,  Benzaken AS. Syphilis. Nat
Rev  Dis Primers. 2017;3:17073, http://dx.doi.org/10.1038/nrdp.2017.73.

2.  Tsuboi M, Evans J, Davies EP, Rowley J, Korenromp EL, Clayton T, et  al. Preva-
lence  of syphilis among men  who have sex with men: a global systematic
review and meta-analysis from 2000–20. Lancet Glob Health. 2021;9:e1110–8,
http://dx.doi.org/10.1016/S2214-109X(21)00221-7.

3.  Ghanem KG, Ram S, Rice PA. The modern epidemic of syphilis. N Engl  J Med.
2020;382:845–54, http://dx.doi.org/10.1056/NEJMra1901593.

4. Dylewski J, Duong M.  The rash of secondary syphilis. CMAJ. 2007;176:33–5,
http://dx.doi.org/10.1503/cmaj.060665.

5. Workowski K, Bolan G. Sexually transmitted diseases treatment guidelines, 2015.
MMWR  Recomm Rep. 2015;64:34–50.

6. Sogkas G, Ernst D,  Atschekzei F, Jablonka A, Schmidt RE, Behrens GMN, et  al. Con-
sider  syphilis in case of lymphopenia in HIV-infected men  who  have sex with
men  (MSM): a single-center, retrospective study. Infect Dis Ther. 2018;7:485–94,
http://dx.doi.org/10.1007/s40121-018-0219-9.

7. Im JH, Chung MH,  Park YK, Kwon HY, Baek JH, Lee SY, et  al. Antinu-
clear  antibodies in infectious diseases. Infect Dis (Lond). 2020;52:177–85,
http://dx.doi.org/10.1080/23744235.2019.1690676.

8. Al Attia HM. False positive VDRL (BFP-STS) and systemic lupus erythemato-
sus; new data in  clinico-laboratory associations. Int J  Dermatol. 2002;41:858–62,
http://dx.doi.org/10.1046/j.1365-4362.2002.01575.x.

Daniel Erlij Opazo

Sección de  Reumatología, Servicio de Medicina Hospital del Salvador,

Sede Oriente, Universidad de  Chile, Santiago, Chile

E-mail address: danerlij@gmail.com

113

dx.doi.org/10.1038/nrdp.2017.73
dx.doi.org/10.1016/S2214-109X(21)00221-7
dx.doi.org/10.1056/NEJMra1901593
dx.doi.org/10.1503/cmaj.060665
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
http://refhub.elsevier.com/S2529-993X(24)00009-1/sbref0025
dx.doi.org/10.1007/s40121-018-0219-9
dx.doi.org/10.1080/23744235.2019.1690676
dx.doi.org/10.1046/j.1365-4362.2002.01575.x
mailto:danerlij@gmail.com

	Secondary syphilis mimicking systemic rheumatic disease: Report of 2 cases
	Funding
	Conflicts of interest

	References

