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We present the case of a 32-year-old Indian male one-eyed
individual with a history of unilateral panuveitis with
HLA B 27 positive spondyloarthropathy on systemic
immunosuppressant (Adalimumab). He developed recurrent
inflammation in the same eye in a span of 2 years, later
complicated with retinal vasculitis. On evaluation, he was
diagnosed with tubercular uveitis and started on antitubercular
treatment along with systemic steroids. Inview of Increased IOP
due to steroid response, Inj. Secukinumab ( IL 17 A inhibitor) was
started and significant improvement was noted.
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The management of ocular inflammatory diseases in the
presence of active systemic infections or vice versa has
always been a challenge especially with organisms like
Mycobacterium tuberculosis. Incidence of reactivation of
latent tuberculosis infection (LTBI) or active TB is high with
most immunosuppressive agents. The role of Tumor Necrosis
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Factor (TNF) alpha in providing immunity to mycobacterial
infections is well known.l"? Anti TNF therapy leads to
decreased levels of interferon-gamma production and also
reduced expression of Toll-like receptor 4 on dendritic cells.?!
In Rheumatoid arthritis, anti-TNF alpha inhibitors (especially
Infliximab) among other biologics have been associated
with increased risk of TB infection when compared to
disease-modifying anti-rheumatic drugs.™

In Ankylosing spondylitis (AS), the first-line treatment is
mainly with non-steroidal anti-inflammatory agents (NSAIDS)
and in active cases despite treatment, anti-TNF alpha agents
have proved to be very effective. The newer agent, IL17-A
inhibitor, has proved to be useful for (a) TNF inhibitor-naive
patients with active AS, and also for (b) those who have a poor
response to (or, are intolerant) to TNF inhibitors.®!

Secukinumab (Cosentyx®; Novartis International AG, Basel,
Switzerland) is a recombinant human monoclonal antibody
that selectively targets IL17-A and spares the T- helper (Thl)
pathway. This target specificity allows a better safety profile
for secukinumab among other biologics by preserving Thl
based host immunity.

Case Report

A 34-year-old Indian male patient presented to us with
complaints of blurred vision, redness and eyepain in the left
eye (LE) of 2 weeks duration. A fire cracker injury to the
right eye resulted in a complete loss of vision in that eye. His
best-corrected visual acuity was no perception of light in the
right eye (RE) and 20/20P, N6 in the LE. Right eye examination
showed corneal edema with old keratic precipitates (KPs),
elevated intraocular pressure, and glaucomatous optic
atrophy [Fig. 1a]. LE examination showed fine KPs, cells 2+,
flare 2+, posterior synechiae, and deposits on the crystalline
lens [Fig. 1b]. Posterior segment examination showed vitritis ++,
hyperemic disc, and chorioretinal scars in the inferotemporal
retina [Fig. 2a] He was diagnosed with LE panuveitis evauated
in detail for the possibility of sympathetic ophthalmia and it was
ruled out. Fundus Fluorescein Angiography (FFA, Spectralis
HRA, Heidelberg Engineering, Heidelberg, Germany) was
done which showed mild disc and perivascular leak capillary
nonperfusion (CNP) areas and staining of the chorioretinal
scars in the inferotemporal quadrant in the LE [Fig. 2b and c].
His systemic investigations were normal (including Mantoux
(negative) and Quantiferon TB gold test (Negative) with
Normal Chest X Ray) except for a positive Human Leucocyte
Antigen (HLA) B 27, hence referred to a rheumatologist. He
was diagnosed with ankylosing spondylitis and started on

Figure 1: (a and b): Anterior segment photograph of the (a) right eye
showing corneal edema, areas of sclera thinning with peripheral anterior
synechiae and (b) left eye showing posterior synechiae and pigments
on anterior lens capsule

immunosuppressive therapy along with continuation of topical
medications and systemic steroids. Patient was asymptomatic
for 2 years until he developed recurrence in the LE. At this
point he was on Inj Adalimumab 40 mg taken once in 15 days
for 7 months after complete evaluation in view of his systemic
activity. On examination his RE was status quo, LE had a vision
of 20/20, with fibrinous anterior chamber reaction, vitritis+ and
retinal vasculitis in the superior quadrant [Fig. 3a]. FFA of LE
revealed a delayed arm to retina time of 42 seconds, leakage
and staining of retinal vessels in the superior quadrant and CNP
areas in superotemporal quadrant with blocked fluorescence
corresponds to retinal haemorrhages [Fig. 3b and c].
A diagnosis of LE panuveitis with retinal vasculitis was made
and patient was investigated. He was found to be Quantiferon
Tuberculosis test (QTB) positive, and was found to have, a
"tree in bud" appearance on HRCT (high resolution computed
tomography), but his sputum and BAL (Bronchioalveolar
lavage) were negative for AFB (acid-fast bacilli). Systemic
Methotrexate and Inj. Adalimumab therapy were stopped. He
was started on topical prednisolone 1% eyedrops, ATT (anti
Tubercular Therapy) with systemic prednisolone Img/kg, and
targeted laser was given to the areas of CNP. Two days later
patient worsened with an episode of lower respiratory tract
infection, suspected pulmonary tuberculosis reactivation, and
raised intraocular pressure of 30 mm Hg in the LE. Hence,
topical prednisolone was changed to loteprednol etabonate
1%, systemic steroids were tapered to 20 mg OD, ATT was
continued, injection Secukinumab 150 mg s/c (subcutaneous)
once a week was added after 10 days of ATT and anti-glaucoma
drops were started. Patient improved systemically and his
ocular findings also improved gradually hence systemic and
topical steroids were tapered and stopped [Fig. 4]. Patient
completed 9 months course of ATT. He was given a total of 8
injections of s/c Secukinumab 150 mg weekly and later tapered
to two weekly once followed by monthly schedule. At present
patient's uveitis and ankylosing spondylitis is well under
control with Secukinumab therapy.

Discussion

TNF alfa has an important role in the pathogenesis of uveal
inflammation by recruiting leukocytes to the eye, chemokine
production, promotion of leukocytes adhesion to vascular
endothelium and it also promotes maturation of dendritic
cells which acts as antigen-presenting cells and activate
macrophages.” In the pathogenesis of TB, TNF alpha regulates
granuloma formation and hence the ability to restrict bacterial
growth.” So anti-TNF monoclonal antibodies (including
infliximab, adalimumab, and certolizumab) pose a higher
risk for reactivation of TB infection. Our patient was one
eyed and he was doing well with Inj adalimumab. After two
years of Methotrexate and 7 months of Adalimumab therapy
for ankylosing spondylitis, he presented with panuveitis
and retinal vasculitis, positive QTB gold test along with
characteristic HRCT findings which according to the COTS
nomenclature® fell under TB panuveitis. Hence he was started
on ATT and systemic steroids. But since the patient was a strong
steroid responder and also one eyed, steroids were tapered
and Inj. Secukinumab was tried to control the disease activity.

Secukinumab acts by the unique mechanism of selectively
targeting IL-17A, a downstream product of Type 17 cells, and
leaves the other functions of Th17 cells like release of IL-22
and TNF intact thus limiting the scope for off-target-related
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Figure 2: (a): Colour fundus photo of the left eye showing grade two media haze and mild hyperemia of the optic disc. (b and c): Fundus fluorescein
angiography of the left eye showing (b) mild disc and perivascular leak (c) capillary non perfusion (CNP) areas in the inferotemporal quadrant

and staining of the chorioretinal scars

Figure 3: (a): Colour fundus photograph of the left eye showing retinal
vasculitis with retinal haemorrhages. (b and c): Fundus fluorescein
angiography of the left eye showing (b) leakage and staining of retinal
vessels in the superior quadrant and (c) CNP areas in superotemporal
quadrant

effects with secukinumab compared with other biologics."!
Secukinumab has been found to have a superior safety profile
in the long term treatment of Psoriasis and AS with no increased
rate of adverse effects over time."”! Our patient responded well
to Inj Secukinumab along with systemic ATT.

Conclusion

Secukinumab can be a useful and safer alternative to TNF
alpha-blockers in spondyloarthopathies with suspected TB
especially when steroids are contraindicated. The role of
Secukinumab in the treatment of ocular TB is still unexplored
but may prove to be a promising option as steroid-sparing agent.

Figure 4: Fundus photograph of the left eye showing healed vasculitis with
laser scars in the superotemporal, temporal and inferotemporal quadrant
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