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Abstract

Purpose To describe the characteristics and clinical

course of patients with active posterior syphilitic uveitis

evaluated between 1991 and 2009.

Methods Retrospective chart review.

Results Thirteen patients with active posterior syphilitic

uveitis were identified at a single institution. All were men,

and all with available data were men having sex with men

(MSM). Ten of 12 (83%) with available data were HIV

positive. Four (31%) had a history of syphilis. Clinical

findings included infiltrative retinitis, necrotizing retinitis

and optic neuritis. Two of 8 patients tested (25%) had a

positive Venereal Disease Research Laboratory test in the

cerebrospinal fluid. Treatments included intravenous pen-

icillin, intramuscular penicillin and intramuscular ceftri-

axone. All treated cases improved and, in some cases,

inflammatory lesions completely resolved without scarring.

Conclusions In this series, syphilitic posterior uveitis

presented only in men, and all with available data were

MSM. The majority were concomitantly infected with

HIV. Clinical presentations varied and all patients dem-

onstrated either significant improvement or complete res-

olution of inflammation.

Keywords Syphilis � Uveitis � Retinitis � AIDS �
HIV � Optic neuritis

Introduction

Syphilis is a potentially devastating multi-system blood-

borne disease caused by the spirochete Treponema pallidum.

The acquired form is transmitted primarily by sexual contact.

Its broad clinical spectrum is organized into overlapping

stages [1]. The primary stage is characterized by a painless

chancre at the site of penetration. The secondary stage,

characterized by systemic symptoms and skin lesions, marks

the hematogenous dissemination of the organism. This typ-

ically occurs 2–12 weeks after initial contact [1]. The ter-

tiary stage includes cardiovascular complications as well as

severe neurologic sequelae. Between the secondary and

tertiary stages there is a latent stage in which the patient is

asymptomatic. This stage can last for months or a lifetime,

with most relapses occurring within the first year [1].

Ocular manifestations of syphilis can occur at any stage of

the disease. Known as the ‘‘great masquerader,’’ syphilis is

notorious for its broad clinical spectrum and ability to mimic

many other diseases. Syphilis can affect almost any tissue of

the eye (e.g., conjunctivitis, scleritis, interstitial keratitis,

uveitis) [2]. It is an uncommon cause of uveitis (estimated,

from 1970 to 1980, to comprise 1.1% of cases [3]). Syphilitic

uveitis can include anterior segment findings such as irido-

cyclitis, as well as posterior segment findings including

vitritis, chorioretinitis and optic neuritis [3–5].

The diagnosis of syphilis should be considered in any

patient with ocular inflammation. Diagnostic testing should

include serologic testing with specific treponemal tests

such as the fluorescent treponemal antibody-absorption test

(FTA-ABS) or T. pallidum agglutination tests (e.g., TPPA),

as well as non-specific tests such as the Venereal Disease

Research Laboratory (VDRL) test and rapid plasma reagin

(RPR). The latter tests may become negative with pro-

longed infection [1] and so cannot be relied upon as the
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sole testing method. The recommended treatment for

ocular syphilis is 10–14 days of intravenous penicillin (3–4

million U every 4 h) [1].

A strong association between HIV and ocular syphilis

has been reported [5–8]. The highly active antiretroviral

therapy (HAART) era has seen an increase in the number

of cases of ocular syphilis [9, 10], which may be due to a

decrease in AIDS-associated mortality [6].

In this study, we describe the clinical spectrum of

patients with active posterior syphilitic uveitis seen at a

tertiary referral center in the United States, the incidence of

co-infection with HIV, the utility of laboratory and CSF

analysis, and the response to treatment.

Methods

We obtained approval from the Institutional Review Board

at the University of Illinois at Chicago to review the

medical records of patients seen by the uveitis service of

the University of Illinois at Chicago and diagnosed with

syphilitic uveitis between 1991 and 2009 with a waiver of

informed consent. Inclusion criteria included a clinical

diagnosis of ocular syphilis, active intraocular inflamma-

tion (e.g., iritis, iridocyclitis, vitritis, optic neuritis), pos-

terior segment findings attributable to syphilis (e.g.,

retinitis, choroiditis), and positive serologic testing with

both non-treponemal (RPR) and treponemal (FTA-ABS)

tests.

Exclusion criteria included inactive ocular disease, iso-

lated anterior uveitis, and negative RPR or FTA-ABS.

Because of its ability to masquerade as other diseases,

strong serologic data were considered essential in con-

firming the diagnosis of syphilitic uveitis. In addition,

because isolated anterior uveitis can often be idiopathic,

making a diagnosis of syphilis questionable even in the

face of positive syphilis serology, such patients were

excluded from this study.

Medical records of patients included in the study were

reviewed to determine the clinical presentation, results of

diagnostic testing for syphilis and HIV, and response to

treatment.

Results

Incidence

Thirteen patients were diagnosed with active syphilitic

posterior uveitis between 1991 and 2009 (Table 1), which

represents 0.32% of the 4049 new uveitis patients seen

during this time period. In the first half of this time period

(May 1991 to mid-August 2000), 5 patients were found to

have syphilitic posterior uveitis, which represents 0.27% of

the 1827 new uveitis patients seen in this period. In the

latter half of this time period (mid-August 2000 through

November 2009), 8 patients were diagnosed. This repre-

sents 0.36% of the 2222 new uveitis patients seen during

Table 1 Demographics, history of syphilis, and HIV status of patients presenting with syphilitic posterior uveitis

Patient Age Race Gender MSM History of syphilis HIV status HIV viral load

(RNA PCR) copies/mL

CD4 count

(cells/lL)

1 42 W M UR None UR NA NA

2 32 B M Yes None ? 66977 150

3 67 B M Yes None ? 81900 526

4 30 B M Yes Treated with IM PCN and oral doxycycline ?a 843 469

5 32 W M Yes None ? UR UR

6 32 B M Yes None ?a 31000 206

7 35 B M Yes Undergoing treatment with IM PCN weekly ?a UD 390

8 36 UR M Yes Treated with IM PCN ?a 2203 426

9 43 B M Yes Treated with IM PCN – NA NA

10 31 UR M Yes None ?a 50 151

11 39 UR M UR None ? UR UR

12 42 B M UR None ? 96481 46

13 59 W M Yes None – NA NA

W white, B black, UR unrecorded, UD undetectable, M male, MSM men having sex with men, IM PCN intramuscular penicillin, NA not

applicable
a Patient on HAART therapy at time of presentation with syphilis

Posterior syphilitic uveitis 487

123



this time. This increase did not represent a statistically

significant difference (p = 0.41).

Patient population

Average age at presentation to the uveitis service of the

patients diagnosed with syphilitic posterior uveitis was

40 years (range 30–67 years). All patients were men, and

all with available data (n = 10) were men having sex

with men (MSM). Ten of 12 (83%) patients tested were

HIV positive. Of these, seven patients had a known

history of HIV, of which five were on HAART. Three

were newly diagnosed with HIV after their presentation

with ocular syphilis. Two patients were HIV negative,

and one was not tested. Three of 13 patients (21%) had

CD4 counts \200 cells/lL at the time of presentation.

One patient had recent pneumocystis pneumonia (patient

10), another had recent shingles (patient 12), and a

third had been treated for pulmonary tuberculosis

(patient 8).

Three patients reported a prior history of syphilis, and

all recalled being treated with intramuscular (IM) penicillin

(PCN) up to 2 years prior to presentation. One of the three

patients (patient 4) also received oral doxycycline for

treatment of syphilis 4 months prior to presentation. A

fourth patient was receiving IM PCN from the infectious

disease service for secondary syphilis at the time of his

presentation to the uveitis service.

Clinical presentation

Presenting symptoms included decreased vision (54%),

floaters (31%), photopsias (15%), redness (15%), pain (8%)

and photophobia (8%). Two patients (15%) were asymp-

tomatic. Symptoms were present for 5 days to 9 months.

Eight (62%) patients had been previously seen by an eye

care specialist, and half of these were on a topical steroid

regimen for uveitis at the time of diagnosis.

Five patients had systemic symptoms (38%). These

included weight loss, fever, fatigue and a desquamating

rash of the palms and soles (patient 2, Fig. 1a, b). Neuro-

logic symptoms included headache (patient 2, 12), ataxia

(patient 12), hearing loss (patient 2) and tremor of the hand

(patient 2). Patient 13 had a recent diagnosis of polyneu-

ropathy (characterized by pain radiating down one arm

with numbness in the ulnar distribution), and had multiple

inflammatory foci adjacent to dilated perivascular spaces

on brain MRI. He reported improvement in neuropathy

symptoms with IV PCN.

Uveitis was bilateral in 11 of 13 (85%) patients overall

and 8 of 10 (80%) HIV-positive patients. Clinical findings

are presented in Table 2 and summarized in Table 3.

Prominent findings included optic disc edema or disc pallor

(42% of eyes), vasculitis (38% of eyes), and retinitis (29% of

eyes; Figs. 2a, 3). One patient had retinal necrosis (patient 9).

Other findings included vitreous hemorrhage (patient 1),

presumably from underlying retinal involvement and

Fig. 1 Patient 2 with

desquamating rash of palms and

soles (a, b), disc edema OU

with overlying vitritis (c), and

retinal vasculitis (d)

488 S. Y. Li et al.
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scleritis (patient 12). Eight patients had significant anterior

chamber inflammation in addition to their posterior segment

findings.

Laboratory evaluation

All patients had positive RPR and FTA-ABS (by inclusion

criteria). Eight patients underwent lumbar puncture

(Table 2), with only two positive for cerebrospinal fluid

CSF-VDRL (25%). One positive result was weakly posi-

tive. Three other patients had other CSF abnormalities

(pleocytosis, lymphocytosis, or elevated protein), and a

total of five patients (63%) had CSF abnormalities.

Treatment and outcome

Ten patients were treated with IV PCN for at least 10 days.

One patient (patient 7) was treated with IM penicillin,

another (patient 8) was treated with IM ceftriaxone fol-

lowing an IV PCN bolus, and a third (patient 11) who was

allergic to PCN refused desensitization and was treated

with oral tetracycline. Follow-up was available in 12 of 13

patients, with an average follow-up of 31 months (4 days–

16 years).

All cases treated with IV PCN for 10–14 days showed

improvement in the degree of intraocular inflammation.

The patient treated with IM ceftriaxone (patient 8) also

demonstrated resolution of uveitis and had improved visual

acuity at the 1 month follow-up. Patient 11, who was

treated with oral tetracycline, was lost to follow-up, so the

response to treatment could not be accurately determined.

It is worth noting that we did not see any worsening of

inflammation associated with immune reconstitution

inflammatory syndrome (IRIS), even in a patient who

began HAART around the time of his presentation.

One patient (patient 10) developed a retinal detachment

that was repaired with pars plana vitrectomy and a sclera

buckle; he had good final visual outcome (20/20 at

14-month follow-up). No interventions other than IV PCN

were necessary for the patient with limited vitreous hem-

orrhage (patient 1) or the patient with scleritis (patient 12).

In the cases of retinal and choroidal involvement for

which long-term data are available, the inflammation

Fig. 2 Patient 3 with an

infiltrative macular lesion and

overlying vitritis before (a) and

5 days after (b) the completion

of a 14-day course of IV PCN

Table 3 Clinical findings summarized for 24 affected eyes of 13

patients with posterior syphilitic uveitis

Clinical finding Number of eyes

affected/% eyes/% pts

Vitritis 20/83/92

Iridocyclitis or iritis 14/58/62

Disc edema or pallor 10/42/54

Vasculitis 9/38/46

Retinitis 7/29/38

Choroiditis 5/21/23

Retinal hemorrhage 4/17/31

Chorioretinitis or chorioretinal scars 4/17/23

Retinochoroiditis 3/13/15

Retinal necrosis 1/4/8

Vitreous hemorrhage 1/4/8

Scleritis 1/4/8 Fig. 3 Patient 12 with infiltrative retinitis. The patient improved after

only 5 days of IV PCN
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resolved, leaving atrophic scars and pigmentary change

(n = 6). In one instance, the retinitis completely resolved

without associated scarring (patient 3; Fig. 2a, b), with a

final visual acuity of 20/30, though an epiretinal membrane

was visible at the 1 year follow-up.

One patient (patient 9) developed chronic iritis, and

another (patient 1) developed chronic intermediate uveitis.

The patient with chronic iritis had resolution after 6 years,

and the patient with intermediate uveitis remained on

treatment with topical corticosteroids at the last follow-up

(7 months) but had only mild inflammation OU and visual

acuity of 20/20 OU.

In 22 eyes with follow-up data, final visual acuity was

C20/70 in 20 eyes (91%) and C20/30 in 14 eyes (64%).

One patient (patient 9) had 20/200 vision due to a dense

cataract. In all the patients treated with IV PCN, visual

acuity improved or remained unchanged.

Discussion

Several authors have published series on ocular syphilis

[3–19]. Most studies include patients with anterior and

posterior uveitis, and few look at posterior uveitis specifi-

cally [4, 5, 14]. To our knowledge, ours is one of the larger

series of syphilitic posterior uveitis, and of such patients

co-infected with HIV.

While most series on syphilitic posterior uveitis [4, 5,

14] demonstrate co-infection rates of between 27 and 36%,

ours demonstrates a much higher rate of HIV co-infection

(83%). This is likely due to a progressive decline in AIDS-

related mortality, as other series [4, 5, 14] studied patients

seen earlier (1986–1996) than the current series. In con-

trast, Fonollosa et al. [6] observed a 75% co-infection rate

among 12 patients seen between 2005 and 2007, all of

whom had iritis and vitritis. The high rate of HIV co-

infection observed in our series underscores the importance

of HIV testing in patients presenting with ocular syphilis.

All patients in this series were men, which is in agree-

ment with other series on ocular syphilis demonstrating a

predominance of men [4, 6, 11, 15–17]. Although an early

report [20] suggests an increase in the number of cases of

syphilis among women, most series on ocular syphilis,

including ours, have not reflected this change. The pre-

dominance of men with ocular syphilis is likely related to

increased high risk sexual behavior among MSM, as all our

patients for whom data was available were self-reported as

MSM, and CDC data reflect an increase in syphilis among

MSM [21].

We compared the clinical characteristics of our patients

with those of other large series on posterior syphilitic

uveitis [4, 6, 14]. It is often difficult to compare the

prevalence of clinical findings among series because of the

different ways in which results are presented. Nevertheless,

some conclusions about the clinical presentation of pos-

terior syphilitic uveitis and the differences in presentation

between HIV-negative and -positive populations can be

drawn.

We found bilateral involvement in 85% of cases overall

and in 80% of HIV-positive cases, though the presentation

was often asymmetric. Other series report bilateral disease

in 44% [6] and 81% [15] of HIV-positive patients with

ocular syphilis, all of whom had posterior involvement. A

third series with a minority of HIV-positive patients

(36%) report bilateral involvement in 71% of cases of

posterior syphilitic uveitis [4]. We conclude, therefore,

that bilateral involvement is common in posterior syphi-

litic uveitis among both HIV-positive and HIV-negative

populations.

Another common feature of posterior syphilitic uveitis

found in our series is optic neuritis (42% of eyes; 50% of

eyes in HIV-positive patients). In comparing rates across

other series, we found that 44% (15) and 46% [6] of eyes

had optic nerve findings in HIV-positive patients with

posterior involvement. DJ Browning [4], however, found

only 13% of eyes with disc edema in his series of posterior

syphilitic uveitis, which may be a result of the smaller HIV

positive population (36%) studied. Optic nerve involve-

ment, therefore, appears to be a more common feature of

ocular syphilis in the HIV-positive population, suggesting a

higher rate of neurosyphilis [11], and possibly reflecting

the more severe presentation of ocular syphilis in this

population.

We found several cases of syphilitic retinitis (29% of

eyes), and one case of retinal necrosis. Though previously

thought to be uncommon, recent studies [15, 18] demon-

strate increasing rates of syphilitic retinitis. Tran et al. [15]

found 7 of 19 eyes (39%) in HIV-positive patients with

posterior uveitis to have necrotizing retinitis. Some studies

report a lower rate [6], whereas a recent series [18] reports

6 of 6 HIV positive patients with retinitis. It is striking that

the majority of cases of syphilitic retinitis, and necrotizing

retinitis in particular, are reported in HIV-positive patients

[6, 15, 26, 28, 30] suggesting a more severe presentation of

syphilitic uveitis in the HIV population [31]. Though the

increase in syphilitic retinitis may partially be due to

increased recognition, it may also reflect an increase in

HIV co-infection among cases of ocular syphilis.

In our experience, syphilitic retinitis is more common

than the previously described placoid chorioretinitis [22]

that has been considered pathognomonic for syphilis. In

our series, syphilitic retinitis did, in some instances, lead to

erroneous diagnoses, including toxoplasmosis and herpetic

retinitis. In a study of 16 patients clinically diagnosed with

acute retinal necrosis, 12.5% were found to be secondary to

syphilis [23]. Other case reports [24–30] describe cases of
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necrotizing or hemorrhagic syphilitic retinitis, often loca-

ted in the peripheral retina, that were initially treated as

viral retinitis.

All patients in the present study demonstrated either

improvement or resolution of their uveitis with standard

therapy (IV PCN 10–14 days). One patient received

nonstandard therapy (IV PCN followed by IM ceftriax-

one) for which we conducted a significant follow-up; his

condition also resulted in complete resolution of the

uveitis. The response to treatment did not appear to be

influenced by the HIV status or the CD4 count of the

patient. Although co-infection with HIV has been asso-

ciated with a more severe presentation [31], our series

demonstrates that an excellent prognosis is still possible

with aggressive treatment (Fig. 2a, b), with the majority

of patients maintaining good visual acuity. This finding is

in agreement with other series [4, 5, 11, 13, 15]. Recur-

rence rates are reported to be higher in HIV co-infected

patients [5, 11, 32], although this was not observed in our

series.

One patient, who was HIV positive, had residual chronic

iritis, and another had residual intermediate uveitis. In both

cases, the disease of the retina or choroid resolved with

therapy, so neither was considered a treatment failure. The

residual inflammation was well controlled with topical

corticosteroids in both cases. To our knowledge, chronic

residual inflammation after treatment for ocular syphilis

has not been reported.

CSF-VDRL was found to be an inadequate marker for

ocular syphilis in this series, given that it was only found to

be positive in a minority of cases (25%). Some other series

report anywhere from 11% [15] to 75% [6] of patients with

a positive CSF-VDRL. Though other authors [13] report a

high incidence of CSF-VDRL (63%) among HIV-positive

patients, we did not find this to be true in our series. Note

that the incidence of CSF-VDRL in this series (25%) may

be an underestimate, as CSF data for five patients were not

available. However, even if all of these five patients had

tested positive for CSF-VDRL, 46% of the total would still

have negative CSF serology. Negative CSF serology,

therefore, does not rule out syphilis as a cause of posterior

uveitis.

Other abnormalities of the CSF profile (e.g., pleocytosis,

lymphocytosis, elevated protein) were more common in

this series, although only detectable in 63% of patients

tested. Although these nonspecific CSF abnormalities may

be due to neurosyphilis, they may also be secondary to HIV

in co-infected individuals [32].

Given the potential for negative CSF markers in patients

with syphilitic uveitis, the decision to treat for ocular

syphilis should not be based on lumbar puncture results,

but rather on clinical impression in conjunction with

serologic studies.

In conclusion, our series demonstrates that syphilis can

present as various forms of posterior uveitis. Therefore, a

low threshold of suspicion for this possibility is crucial.

Testing for HIV is important, as the majority of patients in

this series were co-infected. HIV-positive status may con-

fer an increased risk of neurosyphilis and a more severe

presentation. Appropriate treatment is important in ensur-

ing a good prognosis, even in patients who present with

severe disease.

Acknowledgments This research is funded by an unrestricted grant

from Research to Prevent Blindness, New York, NY, USA.

References

1. Tramont EC. Treponema pallidum (Syphilis). In: Mandell GL,

editor. Mandell, Douglas, and Bennett’s principles and practice of

infectious diseases. 7th edn. Philadelphia: Churchill Livingstone;

2009. p. 3035–53.

2. Kiss S, Damico FM, Young LH. Ocular manifestations and

treatment of syphilis. Semin Ophthalmol. 2005;20:161–7.

3. Schlaegel TF Jr, Kao SF. A review (1970–1980) of 28 pre-

sumptive cases of syphilitic uveitis. Am J Ophthalmol. 1982;93:

412–4.

4. Browning DJ. Posterior segment manifestations of active ocular

syphilis, their response to a neurosyphilis regimen of penicillin

therapy, and the influence of human immunodeficiency virus

status on response. Ophthalmology. 2000;107:2015–23.

5. Ormerod LD, Puklin JE, Sobel JD. Syphilitic posterior uveitis:

correlative findings and significance. Clin Infect Dis. 2001;32:

1661–73.

6. Fonollosa A, Giralt J, Pelegrı́n L, Sánchez-Dalmau B, Segura A,

Garcı́a-Arumı́ J, et al. Ocular syphilis—back again: understand-

ing recent increases in the incidence of ocular syphilitic disease.

Ocul Immunol Inflamm. 2009;17:207–12.
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