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Acute Syphilitic Posterior  
Placoid Chorioretinitis
The prevalence of sexually transmitted infections 
(STIs) has been steadily increasing in the
United States over the past two decades.  
Not only is the cost of healthcare high, the
consequences of untreated STIs can be 
devastating. It is estimated that in 2018 alone, 
20% of the US population had an STI at any given 
day during that year, giving prevalence of about 
68 million cases. The direct yearly cost to the 
economy was estimated at 16 billion. While it is
uncommon for STIs to affect the eyes, when they 
do, it might be an indication of a potentially
sight- or life-threatening condition.

Acquired syphilis is an STI caused by the 
spirochete bacterium Treponema pallidum. 
Although the disease is known to be sexually 
transmitted since the Middle Ages, it wasn’t until 
1905 that Schaudinn and Hoffman discovered 
the etiologic agent of syphilis. They isolated 
the spirochetal bacterium from various syphilis 
lesions. Shortly after, several tests to identify T. 
pallidum became available, making the detection 
of syphilis somehow more precise. Among these 
tests, the most used were the direct visualization 
of the bacteria with dark-field microscopy and the
Treponema pallidum immobilization test, a 
serologic test to detect the spirochete in blood.
These tests confirmed the diagnosis and allowed 
monitoring for response to different available
treatments. Until the early 1900s, the treatment 
for syphilis consisted in medicinal herbs with
purgative effects and mercury and other bismuth 
salts that usually resulted in no significant
improvement or cure. In 1908, Paul Ehrlich 
discovered arsphenamine, a compound with
antibiotic properties that became the gold 
standard therapy for syphilis until 1943, when
penicillin became the mainstay therapy.  
Penicillin, the antibiotic discovered by  
AlexanderFleming in 1928, has been the 
treatment of choice since then.

The natural history of acquired syphilis has four 
defined stages of infection. The primary stage
where a single or multiple skin sores, 
denominated chancres, occurs in the site of 
inoculation (e.g., genitals, mouth). During the 
secondary stage, a maculopapular rash or 
mucocutaneous lesions develop. Untreated, 
the bacteria then enter a latent stage for years, 
to later develop tertiary stage. During this last 
stage multiple organs and systems may get 
affected and serious life-threatening conditions 
can develop. Syphilis can affect the central 
nervous system, including the eyes, at any stage 
of the disease, but it usually does so during the 

secondary stage. It is important to recognize 
that ocular involvement in syphilis is considered 
and treated as neurosyphilis. This means that 
patients will need a referral to infectious disease 
specialist for consideration of a lumbar puncture 
and cerebrospinal fluid analysis once the 
syphilitic eye disease has been suspected.

Syphilis can affect any part of the visual system 
and it can imitate other ocular inflammatory
disorders making the diagnosis difficult and 
sometimes frustrating. The ability to mimic  
otherocular disorders earned it the nickname the 
“Great Imitator”. Over the past 2 decades, there 
has been a resurgence of syphilis with rising 
numbers in North America. It has been estimated 
that the prevalence of syphilis in patients referred 
for uveitis evaluation to tertiary centers ranges
between 1 - 8%. Therefore, syphilis must be ruled 
out in all cases of unexplained anterior or
posterior ocular inflammation. However, the 
posterior segment is the most commonly 
affected site.

In the posterior segment, ocular syphilis can 
manifest as vitritis, multifocal chorioretinitis,
necrotizing retinitis, vasculitis, optic neuritis,  
and as serous retinal detachments. One of the
distinct manifestations of ocular syphilis is acute 
posterior placoid chorioretinitis (ASPPC). In
this condition, patients develop one or more 
placoid, yellowish lesions in the deep retina and
choroid that can severely affect visual acuity 
(Figure 1). Patients may complain of blurred 
vision, flashes, floaters and pain, but symptoms 
may vary between patients. The overlap of the
symptoms of patients with ASPPC with other 
more common pathologies such as posterior
vitreous detachment, vitreous syneresis, and 
ocular migraines can make the diagnosis
challenging. The physiopathology of ASPCC 
remains unknown, but the site of primary
inflammation is believed to be at the level of 
the choriocapillaris-retinal pigment epithelium 
complex. The placoid lesions might be difficult 
to catch on fundus examination. Especially early 
in the disease course, fundus autofluorescence 
can be extremely useful in identifying subclinical 
areas of choroidal-retinal pigment epithelium 
inflammation. Typically, there is an increase in 
autofluorescence in the area corresponding to 
the inflammatory placoid lesions, and with  
ASPPC, in particular, there are focal intensely 
hyperautofluorescent spots within the placoid 
area (Figure 2).



The OCT findings also suggest a disruption of the ellipsoid zone  
(inner/outer segment junction), thickening of the RPE with formation  
of nodules and hyperreflectivity of the choroid (Figure 3). Subretinal 
fluid has been described in some cases. Angiographically, there is  
early hypo or hyperfluorescence with scattered hypofluorescent  
spots referred to as leopard spotting. Mid and  late phases show 
progressive hyperfluorescence. (Figure 4) ICG angiography usually 
shows early and late hypofluorescent spots.

One of the main diagnostic challenges of ASPPC is that it resembles 
the clinical features also seen in some of the white dot syndromes, 
especially the placoid type. For instance, acute posterior multifocal 
placoid pigment epitheliopathy (APMPPE), persistent placoid 
retinopathy and relentless placoid chorioretinitis are idiopathic ocular 
inflammatory disorders that also present with similar clinical and 
imaging findings. It is therefore important to always rule out infectious 
etiologies in ocular inflammatory disorders. HIV, treponemal (FTA-ABS) 
and nontreponemal (RPR or VDRL) tests, PPD or Quantiferon Gold are 
critical tests in the work up of patients with uveitis.

In ASPPC, it is unclear if the inflammatory process is a direct 
invasion of the tissues by the T. pallidum or an immune-mediated 
hypersensitivity reaction. Co-infection with HIV is high, and
although the treatment does not change whether a patient is HIV 
positive or negative, all patients with ASPPC must be tested for HIV.

The natural history of ASPPC is that of worsening without treatment, 
and although there has been one case of spontaneous resolution 
reported in the literature, most authors agree on treatment with 
penicillin early on to prevent permanent vision loss. More importantly, 
ocular syphilis might be indicative of neurosyphilis, a life-threatening 
infection that requires immediate treatment.

As per the CDC guidelines, ocular syphilis must be treated with 
intravenous penicillin G for 10 -14 days. This usually results in 
significant improvement of both the lesions and symptoms.
(Figure 5 - 7). 

Figure 1:  
Wide-field fundus photograph of a 36 year old male with 
recent onset of intermittent flashes and floaters in the right 
eye. (A) Right eye: visual acuity 20/20. Note the subtle deep
yellow small plaques marked by the blue arrows. (B) Left 
eye: visual acuity count fingers. Note the large yellow placoid 
infiltrate affecting the whole macular area, edge marked by 
the white arrow. 

Figure 2:  
Fundus autofluorescence photographs of the same patient. 
The areas of hyperautofluorescence correspond to areas of 
choroidal-retinal pigment epithelium inflammation. Note the 
area is more extensive than noted on fundus examination. 
Note the multiple foci of intensely hyperautofluorescent 
spots within the placoid area in the left eye.

Figure 3:  
OCT of the left eye showing a disruption of the ellipsoid zone 
(inner/outer segment junction) and nodular thickening of the 
RPE typically seen in patients with ASPCC. 

Figure 4:  
Fluorescein angiography in the mid to late phases showing 
an extensive area of hyperfluorescence corresponding to the 
area of inflammation seen as placoid lesions. 

Figure 5:  
Wide-field fundus photograph of the same patient showing 
total resolution of placoid lesions in both eyes post treatment 
with intravenous penicillin G. Visual acuity 20/25 both eyes.
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The prevalence of STIs is steadily increasing in the United States. Syphilis has been consistently rising in incidence over the past 2 decades, 
and with it, its ocular manifestations. Of the infectious disorders that affect the eye, syphilis is particularly interesting as it can mimic multiple 
autoimmune disorders and can be easily missed. For this reason, it is important for many patient’s presenting with ocular inflammatory 
disorders to be evaluated by an eye provider  trained in the work up and management of complex ocular inflammatory disorders. In some 
instances, patients presenting with anterior or posterior uveitis will require testing for infectious etiologies. ASPPC is a unique manifestation 
of ocular syphilis. The clinical and imaging features are quite distinctive. However, these features can easily mimic those seen in placoid white 
dot syndromes, tuberculosis or sarcoidosis. Patients presenting with ASPPC must be tested for HIV and neurosyphilis (ID referral and LP/CSF 
analysis). Patients with ASPPC have a favorable prognosis, often with an excellent response to antibiotic treatment resulting in improvement in 
visual acuity and resolution of findings.

Figure 6:  
Fundus autofluorescence photos showing total resolution 
of lesions post treatment with IV penicillin G. Note some 
residual hyperautofluorescent spots in the left eye.

Figure 7:  
OCT of the left eye showing significant improvement in the 
nodular thickening of the RPE and restitution of inner/outer 
segment junctions post treatment with IV penicillin G.

RGW Welcomes Our Newest Physician

Dr. Arthi Venkat has recently joined the Retina Group of Washington. Prior to joining RGW she was on staff at the Cole Eye Institute at the 
Cleveland Clinic. Dr. Venkat obtained her undergraduate degree from the University of Southern California and her medical degree from 
Georgetown University. She completed her residency training at George Washington University in DC and then undertook two postgraduate 
fellowships, one in Medical Retina and one in Uveitis at the Cleveland Clinic. Dr. Venkat has a special interest in clinical teaching and uveitis 
research, and is also involved in training residents and fellows at RGW and Georgetown. Originally from California she has relocated to be in 
her husband’s home town. Dr. Venkat sees patients in our Annapolis, Columbia MD and Capitol Hill DC offices.

Arthi Venkat, MD
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At the forefront of clinical research
The Retina Group of Washington continuously conducts clinical trials at key locations. 
Our clinical research coordinators will be happy to discuss the inclusion/exclusion  
criteria or any other aspect of these studies with you or your patients. If you have  
any questions, please feel free to contact:

Véronique Ruppe, PhD, Clinical Trials Manager - PRISM  Vision Group: 908-258-8323
Maggie Cashion - Fairfax, VA: 703-564-7519 
Scarlett Troy - Fairfax, VA: 703-698-9360
James Russell - Chevy Chase, MD: 301-986-1477

Dry AMD  
Chevy Chase, MD
Gallego: A phase II, multicenter, randomized, single-masked, sham-controlled study to assess 
safety, tolerability, and efficacy of intravitreal injections of FHTR2163 in patients with geographic 
atrophy secondary to age-related macular degeneration (Gallego)

Chevy Chase, MD and Fairfax, VA 
Alkeus SAGA: A Phase 2/3 Multicenter, Randomized, Double-masked, Parallel -group, Placebo-
controlled Study to Investigate the Safety, Pharmacokinetics, Tolerability, and Efficacy of ALK-001 
in Geographic Atrophy Secondary to Age-related Macular Degeneration

Wet AMD  
Fairfax, VA 
Coast – Opthea: A Phase 3, Multicentre, Double-masked, Randomised Study to Evaluate the 
Efficacy and Safety of Intravitreal OPT-302 in Combination with Aflibercept, Compared with 
Aflibercept Alone, in Participants with Neovascular Age-related Macular Degeneration (nAMD)

Diabetic Macular Edema (DME)  
Chevy Chase, MD 
Pagoda: A Phase III, multicenter, randomized, visual assessor-masked, active-comparator study of 
the efficacy, safety, and pharmacokinetics of the Port Delivery system with Ranibzumab in patients 
with diabetic macular edema (Pagoda)

Enrolling Studies:

Wet AMD: ML43000 - A Phase IIIb/IV, Multicenter, Open-Label, Single-Arm Study of the Efficacy 
and Safety of the Port Delivery System with Ranibizumab in Patients with Neovascular Age-Related 
Macular DegenerationPreviously Treated with Intravitreal Agents other than Ranibizumab  
– Chevy Chase, MD

Central Retinal Vein Occlusion: Comino - A Phase Iii, Multicenter, Randomized, Double-Masked, 
Active Comparator-Controlled Study to Evaluate the Efficacy and Safety of Faricimab in Patients 
with Macular Edema Secondary to Central Retinal or Hemiretinal Vein Occlusion – Chevy Chase, MD

DME: Alimera - A Randomized, Masked, Controlled Clinical Study to Evaluate Intravitreal ILUVIEN® 
Implant as Baseline Therapy in Patients with Early Diabetic Macular Edema (DME)  
– Chevy Chase, MD

Retinal Vein Occlusion: Kodiak (Beacon) - A Prospective, Randomized, Double-masked, Active 
Comparator-controlled, Multi-center, Two-arm, Phase 3 Study to Evaluate the Efficacy and Safety  
of Intravitreal KSI-301 Compared with Intravitreal Aflibercept in Participants with Visual Impairment 
Due to Treatment-naïve Macular Edema Secondary to Retinal Vein Occlusion (RVO)”)  
– Chevy Chase, MD

Wet AMD or DME: Longitude - A Longitudinal, Biomarker Study of Anti-Vgef, to Explore the 
relationship between Aqueous Humor Composition and Multimodal Retinal Imaging in  
Neovascular Age-Related Macuar Degeneration and Diabetic Macular Edema  
– Chevy Chase, MD

Soon to Enroll Studies:
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May 16, 2021 
9:00 a.m. – 11:30 a.m.

Advances in Medical Retina and 
Current Trends in Dry Eye

Keynote: Cynthia Matossian, MD, FACS 
Medical Director, Matossian Eye Associates

2.5 COPE CE credits pending approval. 

Cost: Free of Charge 

Registration Deadline: May 15, 2021

Contact: Danna Thomas 
dthomas@rgw.com

Click Here to Register: 
https://us02web.zoom.us/webinar/register/ 

WN_WcWDwVA8RY-iQA28LPbifA

Sponsored by:

Continuing Education:

2021 Virtual  
Mid-Atlantic Spring 
Optometric Retina 

Symposium

https://us02web.zoom.us/webinar/register/WN_WcWDwVA8RY-iQA28LPbifA



