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Role of Antitubercular therapy in Eales' Disease

Yog Raj Sharma, Kumar Ram Krishna, Hem Kumar Tewari, Ashok Rattan, Deependra Vikram Singh

Abstract

Eales’ disease is most frequently found linked with tuberculosis. Hence, the present prospective

randomized study was conducted to evaluate the role of anti-tuberculosis therapy in Eales’disease,
by carrying out physical, neurological, ophthalmological examination and laboratory tests. The results

of present study reveals that there is no rationale for prescribing anti-tuberculosis treatment with

active Eales’ disease with no systemic tuberculosis
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Introduction

Eale's disease initially described as abnormaluberculosis (3-6). RecentlyMycobacterium
retinal veins in healthy young men with recurrent vitreatuberculosicompleXdDNA was detected in vitreous fluid
hemorrhages by Henry Eale's in 1880 but did not includeamples of Eale's’ disegsstients using polymerase chain
vascular inflammation or neovascularization as part afeaction (7). The presence dfycobacterium
disease spectrum (1). Most investigators now believe thatberculosisDNA by nested polymerashain reaction
Eale's disease is a distinct entity characterized bigchnique in epiretinal membrane specimens fratients
idiopathic retinal perivasculitis and peripheral nonperfusionvith Eale's disease was demonstrated by another study
along with development of neovascularization, recurren8). Bacteriological examinatiarf vitreous fluid samples
vitreous hemorrhages and tractional retinal detachmerdid not reveal the presence of afddt bacilli (7). In
The disease is still a diagnosis of exclusion. addition, Biswast al (9) found statisticallgignificant

Eale's disease appears most commonly to affefigher phenotype frequencies of HLA B5 (B51), DR1,
healthyyoung adults in the third and fourth decades ofind DR4 in patients with Eale's disease compared with
life (2). The disease is prevalent in India, Pakistan, an@ealthy people. It is hypothesized that individuals with
Afghanistan (2). Although active vasculitis has been &heHLA predisposition may develop retinal vasculitis as
well established clinical entity for more than a centurya resulof a cell mediated immunological tissue damage
the etiology and treatment are still elusive. The diseadéiggered bya sequestereldlycobacterium tuberculosis
most frequently linked to Eale's disease is tuberculosigntigen in an inactiierm and clinically present as Eale's
Hypersensitivity to tuberculoprotein has been suggestetisease (8). Although steroids for active vasculitis and
by many studies. Sonpatients diagnosed with Eale's scatter photocoagulation of ischemic retina for retinal
disease have had concurreatdtive pulmonary neovascularization have been the main stay antitubercular
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chemotherapy (ATT) has also been used with somwas included and eyes, which have received
success in past. We conducted this randomized maskptotocoagulation or have undergone vitrectomy were
trial to evaluate the role of ATT in management of Eale'sxcluded. Patients having pulmonary or extra pulmonary
disease which if found effective would also help intuberculosis were also excluded. Envelope method was
establishing the etiological role of mycobacterium. used for randomization.

Material and Methods All patients were followed up for at least 12 weeks
Sixty eves with idiopathic active retinal vasculitis with FA, scatter photocoagulation and vitrectomy done
ty ey P whenever required. Final BCVA and presence/absence of

defined as pr.esence of perlvascu.lar cufﬁng, ret'na<Jalctive vasculitis were final outcome measures at 12 weeks.
edema, preretinal exudates and leaking retinal VesselSRBsence of ophthalmocsopic and angiographic signs of

fluorescein angiography were randomly assigned to 0ng. i as defined earlier with or without sclerosed vessels
of the six different groups —receiving ATT (standard - o ohorioretinal scars was considered healed vasculitis. Eyes

doses of isoniazid and rifampicin adjusted to weight ofy,\ing substantial improvement but not complete absence

the patient) onlyB — receiving systemic steroids ¢ hoivascular cuffing or leaks on FA were considered as
(prednisolone 1mg/kg/day) on{y,—receiving periocular partly improving.

steroids (Methyl prednisolone ¥ cc/20mg 3 injections

repeated every three weeks) orily~ receiving both Wilcoxon signed-rank test was used to find any
ATT and systemic steroid€ — receiving ATT and Significant difference in incidence of increased ESR and
periocular steroidss — control group: no treatment. At POSitive Mantoux test between the 6 groups. All patients
presentation, all the patients had full medical and€ceiving ATT were observed for development of ocular
ophthalmological examinations. This included complet®" Systemic adverse effects by repeated liver function
history and ahysical, neurological, and ophthalmological t€StS; visual evoked responses and color vision. Mantoux

examination anthboratory tests (Table 1). positive patients receiving systemic steroids alone were

also observed for reactivation of pulmonary tuberculosis.
Table 1. Diagnostic studies performed on patients with Eales’ disease

. - Results
Routine tests Other tests (whenever required)
Complete blood count Infectious diseases This prospective randomized trial enrolled 60
Erythrocyte sedimentation rate VDRL

male patients whose age ranged from 16 to 45 years

(increased if >15mmv/hr for male with a mean of 27.40 years. Nineteen patients were found

and > 20mm/hr for female)

Blood Sugar FAABS f[o be Mantoux positive (Table 2)'. Only 4 patlerlts had
Chest Radiograph PPD increased erythrocyte sedimentation rate. The difference
Mantoux test (positive if induratipn Systemic autoimmune disorders in incidence of Mantoux positive rate and ESR between
>10mm at 72 hrs) the 6 groups was not found to be statistically different on

ELISA for Mycobacterium Antinuclear antibody, Anti-doyble \pfilcoxon signed-rank test.
stranded DNA antibodies, ANCA

The final healing responses of six regimens given
Ophthalmological evaluation included to six different groups are shown in (Table 3). The
determinatiof visual acuity, applanation tonometry, slit response of eyes treated with ATT alone (Group A) was
lamp examinatioof the anterior segment, and direct andcomparable to eyes receiving no treatment (control Group
indirect ophthalmoscopincluding examination of the F) with less than 30% of eyes in each group showing
posterior and peripheral retimath a Goldmann three partial or complete response. Although difference in
mirror contact lens after pupillary dilatatidandus healing response between none of the groups was found
photographs, and intravenous fluorescein angiograplty be statistically significant, there was better response
(FA) in eyes with clear medi@nly one eye of a patient to combination of ATT with periocular steroids (Group
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Table 2. Results of Mantoux test blooddyscrasias, haemoglobulinopathies, sarcoidosis or
Groups Pos't'z’ﬁo'v(')?net?s;()teﬁ Negat'v(eN'gz?t:;gst)e 't systemidupus erythematosus should be ruled out. The
A > 3 earliest stagesf the disease are marked by low grade
B 3 7 periphlebitis. Later the disease progresses to increasing
= > > areas of non-perfusiari the capillaries of the peripheral
D 3 7 . : . ) ) .
E 3 7 retina. With progressiaof the disease, retinal capillary
F 3 7 closure extends contiguoustya posterior direction. With
Mantoux test positive if induration > 10mm at 72 hrs increasing retinal non-perfusi(ﬂnd ischemia,
o neovascularisation can appear, usually gtuihetion of
Table 3. Response of 60 eyes (10 each group) to six different f d d f d . Th . .
regimen at 12 weeks. perfused and non-perfused retina. The patient remains
Groups Healed Partial improvemenf No improvemenl/ unaware of these early changes. However, when bleeding
worsening fromthe abnormal new blood vessels occurs, the patient
g((éAST)T ) 12 14 84 can noticéfloating spots” or blurred vision. Ultimately,
C (PS) 5 0 5 Eale'dlisease can progress to functional loss of the eye
D (ATT,SS) 2 3 5 through tractiorretinal detachment. The primary
E((éTT’t Pﬁ) f ; 3 treatment of active Eale's disease has been
ontro . . . . .
ATT-Antitubercular chemotherapy, SS-Systemic steroids, PS—PeriocuIarsteroidgomCOSterOIdSOther theraples used for controlllng disease

include potassium iodide orally or intravenously, thyroid
Table 4. Pretreatment and post treatment BCVA for six treatment extract, estrogens, vitamin C, vitamin K with most of them
groups. of very little benefit (10,11,12). Although no active bacterium
has been cultured from ocular samples till date there are
still a number of indirect evidences to support the role of
tuberculosis in Eale's disease (2, 7, 8, 11,13). Of the several
etiologies proposed, most favored is hypersensitioity

tuberculoprotein (11). Treatment of Eale's disease, without
E) as compared to combination of ATT with systemic P (1)

: . active mycobacterium infection, with ATT has been
steroids (Group D) or steroids alone (Group B & C). described in literature with equivocal results (12,14).

Final visual acuity at six months is depicted in This randomized controlled trial reveals

(Table 4). There was no statlstlcalily significant d'ﬁerenceprescribing ATT alone is not significantly more effective
in pre and post treatment BCVA in all the groups. than giving no therapy for treatment of active vasculitis

No eye developed tractional retinal detachmentthealing and or improvement at 12 weeks). The number
Two eyes one each in group A and F required pars plad eyes showing healed vasculitis or improvement at 12
vitrectomy along with endo-photocoagulation for nonclearingveeks was comparable for steroid alone and steroid with
vitreous hemorrhage. Five eyes, 2 in group F and 1 eachAT T groups with periocular steroid showing better
groups A, B and C required scatter photocoagulation faesponse than systemic steroids.

retinal neovascularization. None of the patients receiving Our data suggest the ineffectivity of ATT in

ATT developed any adverse effects. No Mantoux positivesnirgliing Eale's active vasculitis which can partly be explained
patient receiving systemic steroids alone showed any Sigy the fact that hypersenstization might have already occurred
of reactivation of pulmonary tuberculosis. before ATT was instituted. Thus our study does not rule out
Discussion the etiological role of tuberculosis in Eale's disease.

Eale's’ disease is a diagnosis of exclusiod Like any other study this too has few limitations;
other systemic disease such as diabetes, hypertensidirst only 2 drugs were included in ATT, second only the
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healing response of active vasculitis was studied but not
the recurrence rate or rate of development of

neovascularization or tractional retinal detachment. ATT

might have prevented further sensitization and hence
recurrent vasculitis over a longer follow up period. The study

also found as many as 68% of the patients affected with
Eale's disease to be Mantoux positive. This reconfirms the
strong association of skin hypersensitivity to tuberculoprotein
and Eale's disease as has been described earlier.

We conclude that at present there is no rationale

for prescribing ATT to patients with active Eale's’ disease
with no systemic tuberculosis. Further studies with longer
duration follow-up are warranted to totally negate the
role of ATT in Eale's’ disease.
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