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INTRODUCTION

Sympathetic ophthalmia (SO) is a rare bilateral pan-uveitis following scleral infraction either after an accidental penetrating injury or due to multiple retinal surgeries to one eye.

The true incidence of SO reminds difficult to establish and the literature reports are variable, likely owing to the fact that there is no ancillary test. Hence the diagnosis is based on medical history and clinical finding. A large immune and infectious check-up is needed to eliminate a differential diagnosis such as tuberculosis.

In 1982, Gass Erreur ! Source du renvoi introuvable. reported the prevalence of SO at 0.01% following pars plana vitrectomy, and a 0.06% after other penetrating ocular trauma.

SO accounted for approximately 0.3% of the uveitis and the one-year incidence was calculated to be a minimum of 0.03/100,000 population Erreur ! Source du renvoi introuvable.. The rarity of the disease makes it difficult to establish any general consensus.

William

The purpose of this study is to evaluate retrospectively the long-term visual outcome and steroid-sparing related to successive steps of the medico-surgical management of SO.

METHODS AND PATIENTS

This retrospective study, carried out in the ophthalmology department of La Pitié-Salpêtrière hospital, constitutive reference center for rare diseases, reports serial SO seen at the consultation between January 2006 and April 2020.

Inclusion criteria were a bilateral granulomatous pan-uveitis with a context of penetrating injury or intra-ocular surgery, with a negative check-up for infectious or auto-immune diseases and a follow-up for at least 3 years with IS therapy.

The clinical exam included best corrected visual acuity (BCVA) on decimal scale, converted to LogMar, biomicroscopy, tonometry, fundoscopy and analysis of the vitreous. The central foveal thickness (CFT) was obtained automatically by a Spectral Domain OCT (Spectralis ® HRA-OCT device, Heidelberg, Germany) for objective measurements and made by an optometrist that ignored the treatment regimen.

Fundus photographs were performed using Optos ® California, autofluorescence and angiography using a Spectralis ® HRA-OCT device (Heidelberg, Germany) and an Optos ® California (figure 1), and automated flare measurement using a Laser Flare Meter (FC-1000 Kowa, Kowa Company, Japan).

Etiological testing was performed at the screening visit and included blood count, serum ionogram, sedimentation rate, protein electrophoresis, HIV, syphilis, Lyme serology, anti-DNA antibodies, IFN-γ release assay QuantiFERON®, chest scan, tuberculin skin test and brain magnetic resonance imaging. Depending on the clinical findings, the etiological testing was extended with an aqueous humor sampling for herpes virus PCR, bacterial analysis, interleukin 10/6 measurement and other specific tests if necessary.

The primary endpoint was the steroid-sparing, between the admission time for uveitis activity and at the end of follow-up. The secondary endpoints were the BCVA, the anterior chamber cells and the vitreous haze, the anterior flare and the central foveal thickness of the sympathetic eye. were considered statistically significant when p < 0.05.

RESULTS

Thirteen charts were initially reviewed: 1 had short follow up, 2 had differential diagnoses including one case of orbital Malt lymphoma while the contralateral eye was traumatized 34 years earlier and one case of ocular tuberculosis proved histologically. Ten patients with a diagnosis of SO fitted the inclusion criteria. At admission, all patients received topical dexamethasone, systemic prednisone with a daily median dose of 40mg 30-65. One patient already had an IS therapy (Cyclosporine) and one patient had polyvalent immunoglobulin. Three patients underwent enucleation of the exciting eye 6 months prior to their first visit to our center, where 2 of three patients were referred for an uncontrolled inflammatory rebound of their sympathetic eye. All ten patients were referred to our center for steroid-dependence > 20mg/d. After admission, we started IS therapy for all patients. The reported interval between ocular injury and the onset of SO range from 5 days Erreur ! Source du renvoi introuvable. to 66 years Erreur ! Source du renvoi introuvable..

About 65% occurred within 2 weeks to 2 months after the injury and about 90% occurred within a year Erreur ! Source du renvoi introuvable.Erreur ! Source du renvoi introuvable.Erreur ! Source du renvoi introuvable.. Our cases are consistent with these findings. It varies from days to decades in our series. However, for 5 patients it occurred within a year following the scleral accidental or surgical trauma.

The general treatment principle observed is the initial aggressive control of the uveitis with systemic and topical CS followed by long-term step-wise use of CS-sparing immunosuppressive agents in the vast majority Erreur ! Source du renvoi introuvable..

High dose induction for 4 weeks followed by slowly dose tapering has been shown efficient in uveitis macular edema in a prospective way 2526.

Indeed, there are frequent complications with the level and duration of CS therapy that may be required to control inflammation. Glaucoma and cataract are the commonest ocular problems related to periocular or intravitreal CS injections. Cataract has been reported in 20% at 6 months in eyes treated for uveitis with periocular CS injection 27. Its incidence increases with the number of infections. Regarding steroid-induced glaucoma, it has been reported that 23% to 34% of patients with uveitis presented an intraocular pressure elevation over 24 mmHg with intraocular CS injection 2728.

Others systemic side effects include hypertension, diabetes, osteoporosis and vertebral collapse, and may become the limiting factors in disease management.

For this reason, IS therapy is usually started for those with CS-dependence > 7.5 mg/d of prednisone in intend to reduce its dose and duration.

A step-wise escalation of multiple IS is employed when the first-line agent is insufficient as in suggested therapeutic algorithm for uveitic macular edema 293031.

AZA and MMF are selective inhibitors of inosine-5-monophosphate dehydrogenase that is essential during the synthesis de novo of purines. They inhibit both T and B lymphocytes thus causing immunosuppression.

Wand K and al, reported the case of a patient with SO, treated with AZA, who improved his sympathizing eye BCVA from 0.6 to 0.9 logMAR 32.

In Hakin and al. study, the use of IS, such as cyclosporine and AZA, in combination with the CS, allows control of the intraocular inflammation at a much lower CS dose 33.

Tumor necrosis factor (TNF)- is produced by T effector cells and macrophages, themselves activated by myeloid dendritic cells (DCs). In contrast, IFN- is produced by plasmocytes dendritic cells (pDCs), mostly in response to viral infection. This response is necessary to control spread of virus but may also have implications for autoimmunity. 34

The effectiveness of IFN- therapy and of anti-TNF- therapy in control of clinical and experimental autoimmune noninfectious uveitis implies a defect in regulation of autoreactive T-cells. In organ-specific autoimmune uveoretinitis, there may be a defect in pDCs function, Another study reported that IFN-2a therapy had a beneficial effect on infectious UME for 100% of the 5 patients of the study. The results revealed that it was effective in 2 patients (3 eyes), effective dose-dependent in 2 patients, and partly effective in 1 patient 47.

Recently, based on the available evidence, an expert panel recommended that IFX and ADA (but not Etanercept) could be considered first-line immunomodulatory agents for the treatment of ocular manifestations of Behcet disease and in second-line immunomodulatory therapy for children with vision-threatening uveitis secondary to juvenile idiopathic arthritis in whom methotrexate therapy was insufficiently effective or not tolerated. They also recommended anti-TNF- therapy for patients with panuveitis with vision-threatening, corticosteroid-dependent disease who failed first-line immunomodulatory therapies such as antimetabolites or calcineurin inhibitors 48. Unlike conventional IS therapy and other biotherapy, IFN does not increase the infectious and carcinogenic risk that could be of interest in young people. Unfortunately, many side effects limit their use. The most common is the quasi-systematic flu-like syndrome, within hours of the injection. Psychiatric disorders (depression, anxiety, psychosis, suicide) are reported in 4 to 7.5% of patients. We have developed a closed psychological and ophthalmological care, allowing promptly adaptation of the therapeutic, avoiding severe psychological disturbances and preventing treatment discontinuation. The occurrence of cytopenia (mainly leukopenia), and endocrinological disturbances (mainly dysthyroidism) justifies regular monitoring 49.

Removal of the injured eye had been previously suggested at the time of injury, or soon after, in an attempt to prevent the development of SO Erreur ! Source du renvoi introuvable..The postulated role of secondary enucleation of the exciting eye after the onset of symptoms of SO is to reduce the production of inflammatory mediators. It is also unclear whether enucleation of the exciting eye confers any benefit once disease has started in the sympathizing eye. Some feel that enucleation at this stage is valueless Erreur ! Source du renvoi introuvable.50 and should not be performed because the exciting eye may eventually have the better vision, or because the diagnosis of SO may be incorrect.

Others state that enucleation within 2 weeks of onset of sympathetic inflammation is associated with a relatively benign clinical course, and improves visual outcome Erreur ! Source du renvoi introuvable.51.

In our study, 3 patients underwent enucleation, 1 year and 3 years after the outcome of SO.

Two of three were sent to our tertiary for an inflammation rebound in the sympathetic eye following the enucleation.

In case of a painful exciting eye with no perception of light, a retrobulbar injection of mixed alcohol 60% and Xylocaïne 2% could be useful. If needed, a therapeutic contact lens, a scleral cover shell prosthesis or a surgical conjunctival flap can also be proposed.

Therefore, the decision for enucleation should be made very cautiously.

There are a few limitations in our study. It is a small monocentric retrospective series that leads to bias in data collection. Moreover, SO diagnosis is difficult in a late case. Incidence of SO, much of current literature is made up of case reports and small case series.

CONCLUSION

SO is a potentially sight-threatening disease with high rates of visual loss. Multiple combination of immunosuppressive therapy had been tried. IFN- and antimetabolites seemed to be the more effective to control inflammation, to resolve chronic macular edema, and steroid sparing. Enucleation of inciting eye seemed to have been pejorative in uveitis course in that small series. As far as we know, it is the first series of SO treated with IFN- in the literature. A study with a larger sample size is needed to verify this hypothesis. It might be useful for an international consensus to establish and provide clarity in the treatment framework for patients with SO.
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  McKenzie Erreur ! Source du renvoi introuvable. provided the first full clinical description of the disease in 1840. The histopathology was reported in 1905 by Ernst Fuchs as an infiltration of the uveal tract, particularly the choroid, and formation of nodular aggregations beneath the retinal pigment epithelium Erreur ! Source du renvoi introuvable.. Fuchs and Dalen independently described the inflammatory nodular aggregates as "Dalen-Fuchs nodules" Erreur ! Source du renvoi introuvable.. However, much is still to be elucidated about the pathophysiology Erreur ! Source du renvoi introuvable.. The etiology of SO has included two hypotheses: autoimmunity and/or trigger by an infectious agent during antigen exposure. In recent years, studies have emphasized the immune system producing ocular inflammation. That the injured eye, known as the exciting eye, and the contralateral eye, or sympathizing eye, demonstrate similar pathology suggests involvement of an autoimmune response. Rao and al Erreur ! Source du renvoi introuvable. suggest that infraction of the sclera participates in the development of SO by exposing uveo-retinal antigens in the conjunctival lymphatics and thereby induces a subsequent immunopathological response. Different retinal antigens have been suspected, including retinal soluble antigen, rhodopsin, interphotoreceptor retinoid-binding protein, recoverin and melanin antigen Erreur ! Source du renvoi introuvable., but the specific antigen responsible for SO is yet to be found. The visual prognosis for established SO was originally very poor, with only approximately 50% of cases retaining useful vision Erreur ! Source du renvoi introuvable.. The use of systemic corticosteroids (CS) and, more recently, immunosuppressive (IS) drugs has transformed the outlook of this potentially blinding disorder.

  The degree of intraocular inflammation was evaluated according to the Standardization of Uveitis Nomenclature (SUN) Working Group [Erreur ! Source du renvoi introuvable.]. The Nussenblat scale [Erreur ! Source du renvoi introuvable.] was used to evaluate the degree of vitritis. Active anterior segment inflammation corresponded to cell grade 0.5+ or higher or vitreous haze > 1+. Controlled uveitis corresponded to findings of < 0.5+ cell or descriptive terms such as "quiet, quiescent, and no active inflammation".

Figure 1

 1 Figure 1 -a) Fundus photograph and corresponding b) autofluorescence c) fluorescein angiography and d) green indocyanine angiography illustrating chronic choroidal infiltrates (Dallen-Fuchs nodules) in sympathizing eye of patient with sympathetic ophthalmia.

  either intrinsic or extrinsic, with a concomitant reduction in the pDCs' responsiveness to antigen challenge and impaired IFN- production, particularly to viral challenge (CpG). This leads to a secondary defect in T-reg cell activation, with unrestrained autoreactive Th1-cell activation, which if the cross-reactivity matches, leads to autoimmune inflammation. It also explains the responsiveness of patients to IFN- and to anti-TNF- therapy based on low endogenous levels of IFN- in these patients and a cross-regulatory function of TNF- and IFN- 34.

Figure 2

 2 illustrates the effect of immunosuppressive therapy on macular edema for one patient of this study.

Figure 2 -

 2 Figure 2 -Interferon alpha2a effect on macular Edema on a 45 years old patient with sympathetic ophthalmia. Spectral Domain OCT images.a)Macular Edema before any immunosuppressive therapy. Edema persists with azathioprine and adalimumab.b)Reduction of the macular Edema with interferon alpha2a. c)Slow recurrence of the macular Edema 6 weeks after discontinuation of interferon alpha2a.
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	But : Évaluer sur le long terme l'épargne cortisonique liée aux étapes successives de la prise
	en charge médico-chirurgicale de l'ophtalmie sympathique (OS)
	Méthodes : les dossiers médicaux de patients avec OS suivi au moins 3 ans dans un centre
	de référence de maladies rares ont été analysés. On a étudié le facteur déclenchant, les
	symptômes et signes cliniques d'OS, le traitement et l'acuité visuelle.
	Résultats : 10 patients correspondaient aux critères d'inclusion. Le délai médian d'apparition
	de l'OS était de 1,5 ans. A l'admission, la médiane de la meilleure acuité visuelle corrigée et
	de la dose journalière de cortico-dépendance était respectivement de 0,45 LogMar 0,2;0,65
	et 40 mg 30;65. Nous avons retrouvé un oedème maculaire inflammatoire chez 7 patients.
	La durée médiane de suivi des patients était de 14 ans 6,5;25. A la fin du suivi, il n'y avait
	pas d'amélioration significative de la meilleure acuité visuelle corrigée p=0,87 mais une
	diminution significative de la dose médiante journalière de corticostéroïdes à 8 mg 3,5;12,5
	p<0,01. Durant le suivi des patients, le contrôle de l'inflammation et des oedèmes maculaires
	a été possible grâce à l'utilisation d'anti métabolites chez 4/6 patients, d'anti TNF-alpha chez
	0/3 patients, de cyclophosphamide chez 0/1 patient, de cyclosporine chez 0/1 patient,
	d'interféron--2a chez 6/6 patients, d'immunoglobulines polyvalentes chez 0/1 patient,
	d'énucléation chez 0/3 patients.
	Conclusion : L'Interféron--2a et les anti métabolites semblent utiles en cas d'oedème
	maculaire et pour l'épargne cortisonique contrairement à l'énucléation qui apparait péjorative
	dans l'évolution de l'uvéite dans cette petite série de patients.

Table 1 ).

 1 Table1summarizes demographic details and clinical profil of the patients. Age at diagnosis ranged from 7 to 80 years, with a follow-up from 5 years to 29 years. Accidental penetrating injuries concerned youngest patients with a median of 12 years 7;15 than retinal detachment with a median of 51 years 35.5;73.5 p= 0.02. The interval between injury or initial surgery and diagnosis ranged from 1 month to 34 years with a median of 1.5 years 0.26;5.5, with 5 cases developing SO within 1 year of insult (

Table 1 -

 1 Demographic details, clinical profile of 10 patients with sympathetic ophthalmia (SO) At the end of follow up, 4 of 10 patients saw 0.3 LogMAR or greater; two saw 1.0 LogMAR or less. There was no significative improvement for the BCVA, with a median of 0.4 LogMAR 0.1;0.75 p=0.87. We found a significant steroid-sparing with a median dose of 8 mg 3.5;12.5 p<0.01. Table2illustrates the steroid-sparing, visual and inflammatory outcomes of this small series.

	Characteristics
	Age [median (IQR)] in yrs

(digestive disturbance) with MMF, one because the patient did not want to continue the treatment due to asthenia with IFN and one because of a good inflammatory control with 7mg of CS. Table

3

summarizes the various types of IS therapy used in the management of

Table 2 -

 2 Steroid-sparing, visual outcome and inflammation outcomes of 10 patients with sympathetic ophthalmia.

	At inclusion	At the end of	p-Value*
		follow-up	

Table 3 -

 3 Treatment of ten patient with sympathetic ophthalmia for more than 3 years

	Patients	Age at	Cause	Immunosuppressive therapy	Systemic steroid (mg)
		diagnosis		strategy		
		(years)		(Steroid dependence in mg)		
					At	At the end
					inclusion	of follow-up
	1	80	RD	AZA (0)	70	0
	2	55	RD	ADA (20) ; MMF (7) ‡	60	15
	3	46	PI	IFN (8)	50	8
	4	79	Choroidal	CP (30); IFN (10)	70	10
			melanoma			
	5	7	PI	Cyclosporine (30); AZA (7)	35	7
	6	15	PI	Ig (25) ; AZA (20) ; IFN (10) ‡	11	15
	7	57	RD	AZA (25) ; ADA (20) ; IFN (10)	40	10
	8	32	RD	IFN (0)	30	0
	9	69	RD	ADA (20); IFN (7) ‡	40	7
	10	47	RD	AZA (8)	25	8

RD: Retinal detachment; PI: penetrating injury; AZA: Azathioprine; ADA: Adalimumab; MMF: Mycophenolate mofetil; CP: cyclophosphamide; IFN: interferon alpha2a; Ig: polyvalent immunoglobulin ‡ discontinuation of immunosuppressive therapy

Table 4 -

 4 Steroid dependence for each treatment for 10 patients with Sympathetic ophthalmia

	Treatments	Number of	Steroid dependence
		patients	[median (IQR)] in mg
	Antimetabolites	6	8 (3,5;22,5)
	Interferon-2a	6	9 (3,5;10)
	Cyclophosphamide	1	30
	Cyclosporine	1	30
	Polyvalent immunoglobulin	1	25
	Adalimumab	3	20 (20;20)

DISCUSSION

In our retrospective monocentric study, we present the different clinical characteristics and long-term management of ten patients with SO.

In our retrospective study, we based our diagnosis on chart review. The difficulty with SO is that it remains a clinical diagnosis with numerous differential diagnoses like idiopathic bilateral uveitis. It is considered as a diagnosis of exclusion. We based our diagnosis on a body of arguments such as the medical history, a large infectious, tumor and autoimmune negative screening, the absent of history of a uveitis prior to the penetrating injury or intraocular surgery according to the literature Erreur !

Source du renvoi introuvable.Erreur ! Source du renvoi introuvable..

  Penetrating trauma used to be described as the most common cause of SO Erreur !

Source du renvoi introuvable.Erreur ! Source du renvoi introuvable.Erreur ! Source du renvoi introuvable.Erreur ! Source du renvoi introuvable

  

	.. Our findings are
	consistent with more recent studies witch report that the most common cause of SO is after
	surgery Erreur !

Source du renvoi introuvable.Erreur ! Source du renvoi introuvable

  With the advancements in vitreoretinal surgical instruments and training, ophthalmologists are operating on more cases, including complex cases and multiple surgeries or procedures, which would have been given up in the past Erreur ! Source du renvoi introuvable.. SO is usually described as more common in men. This gender predilection has been attributed to the increased exposure to trauma in men Erreur ! Source du renvoi introuvable.. In our study we found more men with SO independently of the cause. It can be explained by the small population of our study.Regarding age, most studies indicate that the age distribution for SO generally follows the average distribution of the general population, some report higher occurrence among children and individuals over 60 years of age, likely arising from increased ocular injury in young age and increased frequency of intraocular surgery in the older population Erreur !

.Erreur ! Source du renvoi introuvable..The authors attributed this decline in trauma-induced SO to the strict industrial safety laws that mandate the use of appropriate personal protective equipment at work. Source du renvoi introuvable.. In this study, we found a higher occurrence among young patients due to penetrating injury and older patients due to intraocular surgery.

  Lopez-Prats et al 35 reported a case of a good inflammation management in SO with ADA. S.Gupta et al 36 reported a case of a 7-year-old diagnosed with SO. They had difficulties to taper CS doses using, in association or successively, cyclosporine, methotrexate and MMF.InDoycheva D, et al 41 study, upon 38 patients treated with MMF, CMT decreased for 12/24 patients with preexisting UME, but 14 patients with no history of UME before treatment, developed one. Other studies are more positive such as the Neri P. et al 42 study showing and improvement of UME at 1 year for 96% of the 19 patients with noninfectious chronic uveitis and ME treated with MMF. Cyclosporine at a nephrotoxic dose (5 and 10 mg/Kg/d), has been described as efficient on UME and has been used in numerous countries for more than 30 years for this purpose 43. In the Schaap-fogler et al 44 study, upon 15 eyes treated with anti-TNF- (IFX or ADA), 13 eyes achieved complete resolution of the UME and 2 showed partial improvement. 27 eyes received conventional treatment (CS,

	methotrexate) and only the combination of systemic CS, cyclosporine, and IFX demonstrated
	a significant improvement in BCVA (p= 0.032).
	Kilmartin et al 39 reported a case of a 3-year-old with SO who presented a complete
	resolution of a ME causing by an inflammatory-induced CNV, and an improvement of BCVA
	in 3 months with cyclosporine 5mg/kg per day. Hiyama et al 40 reported 2 cases of SO with
	serous retinal detachment (SRD). They first initiated cyclosporine but one SRD relapsed and
	the other patient presented side effect of the treatment leading to switch therapy for ADA
	which successfully resolved the SRD.
	AZA, MMF, cyclosporine, methotrexate). The maximal reduction of CMT from baseline
	occurred at 6 months, in the anti-TNF-α group, reaching 262±73 μm (p=0.04). At 12 months,
	the anti-TNF-α group showed a significantly greater reduction in CMT from baseline than the
	conventional-treatment group (304±243 μm vs 57±227 μm, p=0.03). In the Mackensen et al
	study 45, IFN- and beta have shown efficiency in refractory ME. In intermediate uveitis,
	the CFT mean decreased for 206 m with INF (44g), and increased for 47m with MTX
	(20mg/week) at 3 months (p <.0001). The BIRDFERON study 25 showed a similar
	efficiency of systemic CS therapy and INF-2a alone at 4 months. The CFT mean decreased
	by 63m with INF- and by 52 m with systemic CS and increased by 3m without treatment
	at 4 months. Moreover, the CFT mean of the eye with the worst BCVA, dropped by 20 μm in
	the group with systemic CS and by 155 μm in the group with INF- suggesting an interest for
	They finally managed to taper and stop CS by introducing Infliximab (IFX). The randomized refractory uveitic ME. Regarding UME in Behçet disease, the Calvo et al study 46, on 124
	and prospective Visual 1 study 37 included 223 patients with intermediate and posterior patients treated with IFX (64%) and ADA (38%) combined or not with conventional IS drugs,
	non-infectious uveitis, and showed a significative longer delay of relapse of the uveitis for the showed a significative improvement of the CFT, from 420 μm (SD 119.5) at baseline to 271
	patient with ADA versus placebos (24 weeks with ADA versus 13 weeks with placebo). μm (SD 45.6) at month 12 (P < 0.01) with a good control of endo-ocular inflammation and a
	However, no significative effect on ME was found. In JF Arevalo et al 38 retrospective study significative improvement of the BCVA.
	over 25 years,132 patients with Behcet disease-related uveitis were reviewed. 116 patients
	were treated by a various combination of IS therapy (cyclosporine, AZA, IFX, CS,
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Statut de l'article : en cours de soumission pour la revue « Eye » ABSTRACT Objective: to evaluate retrospectively the long-term visual outcome and steroid-sparing related to successive steps of the medico-surgical management of sympathetic ophthalmia (SO).

Methods: medical records of patients with SO, followed in a reference center for rare diseases, for at least 3 years, were reviewed for history of ocular trauma or surgery and subsequent development of SO, presenting symptoms, treatments, and visual outcomes.

Results: Ten patients fitted the inclusion criteria. The median time of SO occurrence was 1,5 years. At admission, median best-corrected visual acuity (BCVA) was 0,45 LogMAR 0,2;0,65, median steroid dependence daily dose was 40 mg 30;65, and inflammatory macular edema was present in 7/10 eyes. The median time of follow up was 14 years 6,5;25.

At the end of follow-up, there were no significative improvement for the BCVA with a median of 0,4 LogMAR 0,1;0,75 p=0,87. However, the median daily prednisone dose was significantly decreased to 8 mg 3,5;12,5 p<0,01. At six months on prednisone associated to immunosuppressive drugs, inflammation and macular edema control was assessed using antimetabolites in 4/6 treatments, anti TNF-alpha in 0/3 treatments, cyclophosphamide in 0/1 treatment, cyclosporine in 0/1 treatment, interferon--2a in 6/6 treatments, polyvalent immunoglobulin in 0/1 treatment, enucleation in 0/3 treatments. Conclusion: Interferon--2a and antimetabolites seemed to be useful in case of macular edema and in steroid sparing unlike enucleation which appeared to be pejorative in uveitis course in that small series. KEYS WORDS: sympathetic ophthalmia, uveitis, immunosuppressive therapy, macular edema, retinal vasculitis, interferon