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Introduction 
 
Syphilis is caused by the spirochete Treponema pallidum as a 
sexually and vertically transmitted infection (STI).1,2 Known 
for its immune evasion, T. pallidum is an obligate human 
pathogen that initially causes a local inflammatory response 
secondary to replication within tissues prior to hematogenous 
spread.1,3,4 Aside from congenital syphilis, syphilis is mainly 
spread through direct contact with lesions and less commonly 
through blood products.1,2 We present a 66-year old female 
diagnosed with late latent syphilis and neurosyphilis (ocular 
syphilis) after months of vague symptoms including eye pain, 
blurred vision, rash, joint pain, and fatigue.  
 
Case Presentation 
 
A 66-year-old female was admitted to the VA Medical Center 
with worsening vision and morbilliform rash. Past medical 
history includes asthma, migraines, insomnia, hyperlipidemia, 
hypothyroidism, chronic joint pain, and chronic fatigue. She 
reported several months of floaters and blurred vision. Two 
weeks prior to admission, she developed a non-pruritic rash 
initially on the back of her neck, which gradually spread to the 
trunk and extremities sparing the face. She also described 
paresthesia-like sensations in the distribution of the rash. Other 
symptoms included worsening chronic joint pain, with recent 
negative rheumatologic evaluation. Prior to admission, she 
received two 5-day oral prednisone tapers as well as topical 
steroids without relief. She denied vaginal ulcers, fevers, chills, 
and weight loss.  
 
Physical exam revealed a diffuse, morbilliform rash composed 
of erythematous, edematous pink papules of varying sizes on 
the back, chest, abdomen, and upper and lower extremities 
without scaling (Figure 1). There was no involvement of the 
palms and soles, nails and no oral ulcers, or facial rash or 
edema. Initial differential diagnosis included pityriasis rubra 
pilaris, drug eruption, as well as other infectious and 
rheumatologic etiologies. Punch biopsy of a mid-abdomen 
lesion revealed focal vacuolar dermatitis, spongiosis, and a 
superficial and mid dermal lymphocyte predominant inflamma-
tory dermatitis with scattered plasma cells and rare eosinophils. 
The non-specific findings were suggestive of a viral etiology or 
drug reaction.  

 
 
Serologic testing for Hepatitis, HSV, VZV, Bartonella 
Henselae, West Nile Virus, HIV, tuberculosis, CMV, 
Coccidiomycosis, Rickettsia Typhi were negative. Thorough 
autoimmune antibody testing was also negative. Other 
emergency department testing included CRP 0.960 and ESR of 
19. Rapid Plasma Reagin (RPR) test was 1:128 and Treponema 
pallidum Particle Agglutination (TP-PA) was 2+. The patient 
was diagnosed with latent syphilis and neurosyphilis and began 
treatment with IV penicillin G of 4 million units every 4 hours 
for 14 days hospitalization.  
 
During the hospitalization, she was evaluated by ophthal-
mology for her blurry vision and found to have bilateral 
panuveitis, and acute syphilitic posterior placoid chorioretinitis. 
ASPPC is characterized by large, round, yellow, placoid lesions 
at the level of the retinal pigment epithelium (RPE) in the 
macular/paramacular area (Figure 2A).5 

 
The patient reported only one lifetime sexual partner, her 
husband, with whom she had unprotected intercourse. Her male 
husband died two years prior and she was not sexually active 
since his death. During a prior temporary separation, her 
husband remarried and had children in the Philippines. 
However, the patient denied personal history of STDs or history 
of STDs in her partner.  
 
The patient was discharged with visual improvement and 
resolution of her rash. She will continue to receive intramus-
cular penicillin two times weekly for late latent syphilis. She 
will have titers checked at 6, 12, and 24 months to evaluate 
serologic response.  
 
Discussion 
 
A diagnosis of syphilis can be established with direct detection 
techniques and serologic testing. Lesions of primary, secondary 
and congenital syphilis can be directly swabbed or biopsied for 
direct microbiological diagnosis using of darkfield microscopy, 
fluorescent antibody staining and immunohistochemistry and 
PCR. Aside from PCR, these techniques are largely obsolete 
due to lack of sensitivity and requirement of active lesions to 
sample for diagnosis. Serology testing can be used to screen 



  
 
asymptomatic individuals and in symptomatic patients for 
definitive diagnosis.  
 
Non-treponemal serologic tests measure immunoglobulins 
produced in response to released materials from spirochetes and 
infected host cells. Examples include the Rapid Plasma Reagin 
(RPR) test and the Venereal Disease Research Laboratory 
(VDRL) test. Limitations include detection only after 10 to 15 
days from initial lesion onset, missing 25 to 30% of primary 
cases.1,6 Treponemal tests detect antibodies against T. pallidum 
antigens and are widely used as a reflexive, confirmatory test 
after non-treponemal serologic testing. Treponemal test include 
the fluorescent treponemal antibody absorbed (FTA-ABS) test, 
the microhemagglutination assay for antibodies to T. palladium, 
the T. pallidum passive particle agglutination (TPPA) test and 
T. pallidum hemagglutination (TPHA) assays.1 
 
Syphilis is a chronic infection well characterized by distinct 
disease stages. The organism has slow growth after an initial 
inoculation period of around three weeks after incubation. The 
appearance of a primary syphilitic lesion known as a chancre 
presents as painless, solitary lesions that can be indurated with 
ulceration. Tender or nontender associated lymphadenopathy 
may be present with the initial lesion. Without treatment, 
chancres tend to clear in three to six weeks without scarring. 
With treatment, the chancres clear within days.2,7 

 
Following the initial inoculation and primary stage of syphilis 
of 6 to 8 weeks, the organism spreads during the secondary 
stage of disease. The rash of secondary syphilis is a painless, 
macular rash consisting of 1-2 cm red or copper colored lesions 
on the palms and soles of the hands and feet. Although this is 
the traditional description, secondary syphilis can manifest in 
countless ways, even involving the mucous membranes. 
Involvement of mucous membranes leads to a verrucous-like 
lesion known as condyloma lata. Other presentations include 
local or generalized macular, pustular or papular rashes that can 
imitate psoriasis, pityriasis rosea, or a drug eruption. Systemic 
signs may be present, such as fever, myalgias, malaise, sore 
throat, lymphadenopathy, hepatosplenomegaly, hepatitis and 
nephrotic syndromes. As with primary syphilis, secondary 
lesions resolve spontaneously without scarring.2 
 
If untreated, syphilis will enter a latent stage categorized into 
early and late phases. Years to decades later, syphilis can 
reactivate as tertiary syphilis characterized by neurosyphilis, 
cardiovascular syphilis, and gummatous syphilis.2,8 Gummas 
represent granulomatous, reactive lesions that can occur 
anywhere on the body.2 Additionally, neurosyphilis can occur 
anytime over the course of infection with a variety of 
presentations including ocular syphilis (uveitis, cranial nerve 
palsies), syphilitic meningitis, general paresis, and tabes 
dorsalis.2,9 Our patient presented with a widespread  erythema-
tous morbilliform rash suggestive of the broad, varying rash of 
secondary syphilis. However, the patient also presents with 
features of tertiary syphilis, which correlate with the timeline of 
infectivity and ocular symptoms.  
 

Placoid lesions pertaining to ocular syphilis were seen in our 
patient. These are clinically distinct manifestations frequently 
seen with secondary and late latent syphilis.10 They are 
hypothesized to develop due to spread of T. pallidum infection 
to the RPE layer and/or as a consequence of indirect immune-
mediated hypersensitivity.  Differential diagnosis for ASPPC 
includes: acute posterior multifocal placoid pigment epithelio-
pathy (APMPPE); serpiginous choroiditis; and viral retinitis. 
The progression timeline on spectral-domain optical coherence 
tomography (SD-OCT) was consistent with previously reported 
case series of ASPPC (Figure 2B-C).10,11 Pichi et al. reported 
transient subretinal fluid (SRF) within days of disease onset 
associated with thickened and granular hyperreflective RPE 
(Figure 2B) followed by segmental loss of the ellipsoid zone 
within one week after presentation (Figure 2C).12 Fundus auto-
fluorescence (FAF) showed hyper-autofluorescence (Figure 
2D), while fluorescein angiography (FA) showed a classic 
pattern of early hypofluorescence followed by late staining of 
the lesions (Figure 2E). With treatment, there was gradual 
restoration of the ellipsoid zone (Figure 2F) and improvement 
in bilateral vision at three-week follow-up.  
 
The mainstay of treatment for syphilis is penicillin, specifically 
long-acting intramuscular benzathine penicillin G. In patients 
with penicillin allergy, alternatives include ceftriaxone, and 
doxycycline. Early syphilis requires only one dose of IV 
penicillin G whereas late syphilis requires weekly doses for 
three weeks based on WHO treatment guidelines.13 

 
Our patient demonstrates the vast spectrum of rashes 
representing syphilitic infection. This highlights the importance 
of including syphilis, the great imitator, on the initial 
differential for patients with a spectrum of symptoms across 
organ systems and importantly over time.  
 
Figures 
 

 
 
Figure 1. Diffuse morbilliform rash presenting on the abdomen 
(A), back (B), and lower extremities (C). 
 



  
 

 
Figure 2. Fundus photograph of yellow placoid lesion involving 
the macula (A). Optical coherence tomography at initial visit 
(B) and three days later (C) illustrating loss of ellipsoid zone 
corresponding to placoid lesion. Fundus auto-fluorescence 
shows hyper-fluorescence of the placoid lesion (D) while 
fluorescein angiography shows late staining (F). OCT at three 
weeks follow up shows gradual restoration of ellipsoid zone 
(F).  
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