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Case Report

Introduction

First described by Beck et al,1 VEXAS (vacuoles, E1 enzyme, 
X-linked, autoinflammatory, somatic) syndrome is an autoin-
flammatory disease that typically affects men older than 50 
years of age. It results from a somatic mutation of the X-linked 
UBA1 gene at p.Met41, causing overexpression of innate 
immune pathways. The multisystemic involvement character-
istically causes various hematologic disorders and autoinflam-
matory findings, including fever, chondritis, dermatologic 
findings, and arthritis. VEXAS syndrome commonly presents 
concurrently with rheumatologic conditions such as relapsing 
polychondritis, polyarteritis nodosa, and Still disease. As a 
result, it can be challenging to differentiate the syndrome from 
other autoinflammatory conditions.1,2

Relapsing polychondritis is a disease entity with a presenta-
tion similar to VEXAS syndrome. Ocular manifestations have 
been reported in 20% to 61% of patients.3 However, in recent 
years, some studies have shown that patients with VEXAS syn-
drome may have a higher prevalence of ocular involvement 
than patients with relapsing polychondritis.3,4

Case Report

A 77-year-old man presented with an acute onset of a visual distur-
bance 1 to 2 weeks previously, which he described as a purple blob 
temporal to fixation in his right eye. His ocular history included 
treatment for a retinal tear. Included in the patient’s review of 
symptoms were 3 months of cyclical night sweats, intermittent rhi-
norrhea, and an acute episode of dry cough a few months previ-
ously that resolved after treatment with methylprednisolone.  
He denied any eye pain, new fevers, joint pain, rashes, weight loss, 

headache, numbness, or weakness. His medical history included 
an original diagnosis of relapsing polychondritis in 2017 followed 
by a diagnosis of VEXAS syndrome in 2021, as well as hyperten-
sion, hyperlipidemia, recurrent pneumonia, pancytopenia, myelo-
dysplastic syndrome, chronic dyspnea at baseline, and prostate 
cancer treated with radiation therapy. Maintenance therapy for 
VEXAS-associated inflammation consisted of methotrexate 15 mg 
weekly and prednisone 5 mg daily.

On examination, the patient’s best-corrected visual acuity 
(BCVA) was 20/50+2 OD (previous BCVA, 20/40) and 20/50−2 
OS. Intraocular pressure was 14 mm Hg OD and 16 mm Hg OS. 
Color vision in the left eye was normal and in the right eye was 
mildly decreased (7/8 Ishihara plates), with no afferent pupil-
lary defect. He had mild tenderness of his trochleas bilaterally. 
Fundus examination was significant for mild 360-degree optic 
disc edema with nasal disc hemorrhage in the right eye and nor-
mal optic disc appearance in the left eye (Figure 1, A and B). 
Fluorescein angiography showed leakage from the right optic 
disc (Figure 1, C and D). Optical coherence tomography (OCT) 
of the retinal nerve fiber layer confirmed mild thickening of the 
right optic nerve fiber layer (Figure 1E). Humphrey visual 
fields were performed but were unreliable with repeated testing 
due to fixation losses.
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Purpose: To describe a novel case of optic disc edema in the setting of VEXAS syndrome. Methods: A single case is evaluated. 
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Laboratory evaluation showed known overall stable pancyto-
penia with macrocytosis, elevated erythrocyte sedimentation 
rate (61 mm/hr, baseline 27-38 mm/hr), elevated plasma lyso-
zyme with normal angiotensin-converting enzyme, indetermi-
nate QuantiFERON-Tb Gold, and negative antibodies for 
syphilis, Lyme disease, Bartonella, and toxoplasmosis. Given 
the patient’s systemic symptoms, neutropenia, and indetermi-
nate QuantiFERON-Tb Gold, his rheumatologist advised that he 
stop his prednisone until completion of an infectious workup. At 
the patient’s 1-month follow-up (while off prednisone), the 
BCVA decreased to 20/80 OD with persistent optic disc edema. 
Subsequently, a repeat QuantiFERON-Tb Gold was negative, 
chest x-ray showed no infiltrates or signs of infection, and mag-
netic resonance imaging of the brain and orbits was unremark-
able with no enhancement of the optic pathways. The patient’s 
medications were increased to methotrexate 25 mg weekly and 
prednisone 60 mg daily with a weekly taper. Two weeks after 
increasing his medication dosage (6 weeks after initial presenta-
tion), the patient reported subjective improvement in scotoma, 
although the BCVA remained at 20/80. Examination showed 
improving disc edema and resolution of the disc hemorrhage in 

the right eye. At the patient’s last follow-up, the BCVA had 
improved to 20/60 OD, with resolution of disc edema (Figure 2, 
A and B).

Conclusions

VEXAS syndrome is a multisystemic autoinflammatory dis-
ease caused by a mutation in the UBA1 gene. UBA1 is an 
enzyme that plays an important role in protein ubiquitylation, 
marking proteins for proteasomal degradation. In VEXAS syn-
drome, the depletion of UBA1 results in a proinflammatory 
phenotype, including upregulation of the innate immune sys-
tem, release of inflammatory cytokines, and abnormal differen-
tiation of B cells. This leads to progressive and recurrent 
inflammation that can involve multiple organ systems, includ-
ing the eye and orbit.5

The overstimulation of the immune system in VEXAS syn-
drome creates symptoms that overlap with rheumatologic and 
hematologic disorders, particularly relapsing polychondritis. 
Beck et al1 reported that 60% of the initial 25 patients with UBA1 
mutations studied met the diagnostic criteria for the disorder. In a 
subsequent study, 7.6% of patients with relapsing polychondritis 
had UBA1 mutations (VEXAS-relapsing polychondritis).4 One 
characteristic potentially differentiating the syndromes is a higher 
reported prevalence of ocular involvement in patients with 
VEXAS syndrome and VEXAS-relapsing polychondritis over-
lap syndrome compared with patients with idiopathic relapsing 
polychondritis.4 Ocular involvement in VEXAS syndrome is 
estimated to be seen in 28% to 40% of cases.6 Periorbital edema 
is the most commonly reported ophthalmic manifestation and 
was the presenting symptom in 1 case report.7 Other ocular find-
ings include episcleritis, scleritis, dacryoadenitis, uveitis, angle 
closure, chemosis, ocular pain, and orbital inflammation.1,6–9 
While there has been 1 reported case of optic perineuritis in 
VEXAS syndrome,10 to our knowledge, the current study is the 
first case to report optic disc edema.

Our patient was diagnosed with VEXAS syndrome in 2021 
based on genetic testing performed at the National Institutes of 
Health. He was started on methotrexate as a steroid-sparing agent 
in 2022 and remained stable until the months leading up to his 
presentation. The patient initially reported increased night sweats, 
rhinorrhea, and dry cough during the few months prior, and his 
erythrocyte sedimentation rate and C-reactive protein during this 
time was elevated above his usual baseline. These systemic man-
ifestations correlated temporally with the onset of his visual 
symptoms. Furthermore, we noted mild tenderness of his troch-
leas bilaterally, which could have represented trochleitis consis-
tent with previously reported orbital findings in VEXAS 
syndrome. After increasing his methotrexate and prednisone dos-
ages, the erythrocyte sedimentation rate and C-reactive protein 
both normalized. The patient’s improvement in systemic symp-
toms coincided with the improvement of his optic disc edema, 
further suggesting that the ocular findings were related to a flare 
of VEXAS syndrome.

Our patient presented with optic disc edema and a disc hemor-
rhage, findings that can also be seen with nonarteritic anterior 
ischemic optic neuropathy. However, the absence of a disc-at-risk 

Figure 1.  Fundus photography shows optic disc edema and 
hemorrhage of the (A) right eye and normal optic disc in the (B) 
left eye. Fluorescein angiography shows optic disc leakage of the (C) 
right eye with no leakage in the (D) left eye. (E) Optical coherence 
tomography of the right eye shows mildly increased thickness of the 
retinal nerve fiber layer, especially temporally.
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in the contralateral eye, and the timing of improvement in our 
patient’s signs and symptoms after increasing his immunosup-
pression, raises the possibility that the optic disc edema repre-
sented an inflammatory papillitis. Many previously reported 
ocular manifestations of VEXAS syndrome involve inflammation 
of the ocular tissues, and a similar mechanism may be at play in 
our patient’s presentation.

Optic disc edema can also be seen in infectious and inflamma-
tory optic neuropathies, including associated with sarcoidosis. Our 
patient had an elevated lysozyme level, which can be seen in sar-
coidosis but is also reported in the setting of myelodysplastic syn-
drome, with which our patient had been diagnosed. Furthermore, 
our patient had a normal serum angiotensin-converting enzyme 
level and no hilar lymphadenopathy on recent computed tomogra-
phy of the chest, making sarcoidosis less likely. To our knowledge, 
an association between VEXAS syndrome and elevated serum 
lysozyme levels has not been previously reported. Our patient also 
initially had an indeterminate QuantiFERON-Tb Gold result that 
was negative on repeat testing. Indeterminate results have been 
reported with immunocompromise, lymphopenia, renal insuffi-
ciency,11 and steroid use,12 all of which our patient exhibited.

Both relapsing polychondritis and VEXAS syndrome share 
the feature of innate immune system overactivation and thus 
have similar management regimens. Systemic corticosteroids 

are the mainstay of treatment, with adjuvant systemic disease-
modifying agents or biologic agents considered for use. In 
patients with orbital involvement, oral prednisone 20 mg to 40 mg 
was effective.8 Similarly, our patient’s optic disc edema resolved 
after increasing his dosages of methotrexate and prednisone.

In conclusion, we present a novel case of optic disc edema in 
a patient with VEXAS syndrome that resolved with increased 
systemic immunosuppression. The exact mechanism by which 
immune dysregulation in VEXAS syndrome affects ocular tis-
sues remains unknown.
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