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 This work aims to emphasize the importance of the ophthalmological 

examination in monitoring patients on anti-TNF alpha. In addition to 

common complications, such as anterior uveitis and retrobulbar optic 

neuritis, the patient may potentially develop non reversible toxic 

retinopathy. This ophthalmological impairment, which is more common in 

patients on synthetic antimalarial drugs, is characterized by the absence of 

initial symptoms, which makes it a major screening issue. We report the 

case of a patient, followed in the internal medicine consultation, for 

ankylosing spondylitis. The diagnosis was retained according to the ASAS 

EULAR 2010 criteria in 2008. Treatment with anti-TNF alpha was 

recommended as a second line treatment after the failure of non steroidal 

anti-inflammatory drugs and Salazopyrine. After 18 months of treatment 

with Etanercept, systematic annual ophthalmological examination 

revealed, through macular OCT, a suggestive involvement of early toxic 

retinopathy, confirmed by multifocal ERG. Etanercept was then 

discontinued. Therefore, close monitoring should be carried out 

systematically in all patients on anti-TNF alpha to detect retinal toxicity, 

which remains an unusual complication as it is unmentioned in recent 

studies. 
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1. INTRODUCTION 

Etanercept (ENBREL) is a biotherapy belonging to the anti-TNF family [1]. Unlike other anti-TNFs which 

are monoclonal antibodies, Etanercept is a fusion protein [1]. It is used in the treatment of inflammatory 

diseases, including ankylosing spondilitis and rheumatoid arthritis. This treatment can sometimes cause 

ocular side effects [2], the most famous of which are uveitis, scleritis and more rarely retrobulbar optic neuritis 

[3], [4]. Retinal toxicity has never been reported in recent studies. We are reporting the first case of toxic 

retinopathy associated with Etanercept treatment, suggesting the value of regular ophthalmological 

monitoring in all patients on anti-TNF alpha, and in particular patients on Etanercept. 

 

2. Observation 

Mrs. F.S, 36, had ankylosing spondylitis in her mother as family history. The patient was followed since 2008 

for ankylosing spondyloarthritis (AS) retained on the ASAS EULAR 2010 criteria without ocular damage. 
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From a therapeutic standpoint, she was on NSAIDs and Salazopyrine at a dose of 2 grams per day, with 

insufficient therapeutic response assessed by the BASDAI score which was 5.05. 

 

Treatment with anti-TNF alpha, in particular Etanercept was recommended in 2016, at the rate of two weekly 

injections of 25 mg subcutaneously, allowing joint inflammation to be completely suppressed (BASDAI = 

0). 

 

After 18 months of treatment with Etanercept, and as a part of systematic annual ophthalmological 

assessment, an Optical Coherence Tomography (OCT) was requested, revealing a suggestive attack of early 

toxic retinopathy of bilateral perifoveolar atrophy at the expense of the outer layers, confirmed by multifocal 

electroretinogram (ERG) with significant reduction in the amplitude of responses in the left eye. The visual 

field and retinal angiography were normal (fig 1, 2). Etanercept is incriminated in this retinal damage, as the 

patient was not receiving other drugs, and the initial ophthalmological examination done before Etanercecpt 

was normal. 

 

Etanercept was then stopped, and the patient was put on Adalimubab (HUMIRA). Close ophthalmological 

monitoring (every 6 months) has been recommended, demonstrating stabilization of retinal lesions over a 

period of 2 years. 

 

 
Figure 1: Multifocal ERG (3D representation): sifnificant decrease in the amplitude of right eye responses. 

 

 
Figure 2: Macular OCT: bilateral perifoveolar atrophy at the expense of the outer retinal layers. 

Horizontal and extended foveolar funnel. 

 

3. Discussion 

Drug-induced iatrogenic eye inflammation is common, and can affect all structures of the eye including the 

retina. Toxic retinopathy is a crucial screening issue due to its potential irreversibility and the usual absence 

of initial symptoms [5]. Macular ERG is the key standard examination for suspected or proven macular 
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damage if the visual field is unreliable. This complication is common with synthetic antimalarials (SAM) [5], 

used in first line in other connectivities. Other treatments may be involved (corticosteroids, tamoxifen, heparin 

and other anticoagulants…) (Table 1). 

 

Table 1: Main drug causes of retinopathy 

 
 

Observations of eye reactions were reported in the 2000’s, with immunomodulators including anti-TNF alpha 

[2]. These have significantly changed the prognosis of patients with spondyloarthritis [6]. Etanercept and 

Infliximab are the most widely used in this pathology. 

 

Our patient developped a retinal complication due to taking Etanercept. This type of reaction is not reported 

in recent studies. For this drug, imputability seems probable on the criteria defined by Naranjo et al., allowing 

the questioning of a molecule towards an undesirable effect (calculated score of 5) (Table 2) [7]. 

 

Table 2: Algorithm of Naranjo et al., allowing the assessment of the causality of a molecule towards an 

undesirable effect. 
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Interpretation: Certain reaction > 9, probable reaction 5-8, possible reaction 1-4, impossible reaction 0. 

 

The best known side effects of Etanercept are still anterior uveitis and scleritis [3]. They are reported in some 

observational studies [8- 10] and review articles [11], [12]. Optic neuritis is also a complication of TNF alpha 

inhibitors [13], mainly with infliximab [14], and a few rare cases reported in writings, involving Etanercept. 

 

4. Conclusion 

Drug-induced toxic retinopathy is common and often discovered incidentally. It is an unusual complication 

of Etanercept and not reported in literature. Indeed, the ocular side effects of this systemic treatment are 

generally anterior uveitis, scleritis or even retrobulbar optic neuritis. Toxic retinopathy is more common in 

patients taking synthetic antimalarials (PSA). Its irreversible nature and the usual absence of initial symptoms 

make it a major screening issue. 
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