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            IP International Journal of Ocular Oncology and Oculoplasty 2020;6(3):226–228 Content available at: https://www.ipinnovative.com/open-access-journals IP International Journal of Ocular Oncology and Oculoplasty Journal homepage: www.ipinnovative.com Case Report Systemic immunosuppressant for betterment of ocular manifestations of secondary Sjogren’s: A case report Haleema A 1, *, Vasantha N 1 , Shalet Paul 1 , Mohammed Haneef 1 , Lessitha N K 1 1 Dept. of Ophthalmology, Azeezia Institute of Medical Sciences and Research, Meeyannoor, Kollam, Kerala, India ARTICLE INFO Article history: Received 18-07-2020 Accepted 29-07-2020 Available online 03-09-2020 Keywords: Secondary Sjogren’s Systemic immunosuppressant Dry eye ABSTRACT © 2020 Published by Innovative Publication. This is an open access article under the CC BY-NC license (https://creativecommons.org/licenses/by-nc/4.0/) 1. Introduction Sjogren’s syndrome is an autoimmune disease characterized by lymphocytic inﬁltration and destruction of lacrimal glands, salivary glands and other exocrine glands leading to classical triad of keratoconjunctivitis sicca, xerostomia and parotid gland enlargement. Involvement of other exocrine glands results in dry skin, nose, throat, trachea and vagina. This is classiﬁed as primary and secondary. Primary exists in isolation whereas secondary Sjogren syndrome is associated with other systemic autoimmune disease. 1 Most widely accepted criteria for diagnosis of Sjogren’s is American- European Consensus Criteria for Sjogren’s Syndrome 2 (Table 1). 3 Secondary Sjogren’s is most commonly associated with rheumatoid arthritis, but can be associated with other autoimmune disorders also. Rheumatoid arthritis is also an autoimmune disorder presenting with symmetrical inﬂammatory polyarthritis, joint stiffness and constitutional symptoms. Females are affected more commonly. Rheumatoid arthritis is diagnosed using ACR classiﬁcation criteria. 4 * Corresponding author. E-mail address: [email protected] (Haleema A). The exact cause of dry eye in Sjogren’s syndrome is unknown. but it is considered as a result of T cell mediated inﬂammatory destruction and inﬂammatory mediators related increased apoptosis of lacrimal glands causing severe dry eye. In addition, peripheral nerve dysfunction in cornea also contribute to dry eye since sensory nerves in cornea and conjunctiva is the afferent branch of lacrimal reﬂex arc. Dry eye syndrome is a state of front of eye in response to damage to normal tear coating of it. In Sjogren’s there is lacrimal gland destruction leading to aqueous layer deﬁciency dry eye. Severe dry eye can cause photophobia, corneal melting, infection, ulcers and even perforation. Treatment of Sjogren’s syndrome is mainly focused on symptomatic management of dry eye. Since it is an autoimmune disease, immunosuppressant treatment can be of some help in improving symptoms in Sjogren’s syndrome. Here we report a case of advanced secondary Sjogren’s and the effect of systemic immunosuppressant in the severity of corneal thinning and other ocular manifestations during a follow up period of 1 year. https://doi.org/10.18231/j.ijooo.2020.051 2581-5024/© 2020 Innovative Publication, All rights reserved. 226 Secondary sjogrens syndrome is an autoimmune disorder leading to destruction of exocrine glands with resultant classical clinical triad of dry eye, dry mouth and parotid gland enlargement in association with other systemic autoimmune diseasecommonly rheumatoid arthritis. This report highlights the unintended effect of systemic immunosuppresants given for the treatment of rheumatoid arthritis, in improving the coexistant corneal thinning and other ocular manifestation in a case ofsecondary sjogrens syndrome, which has been rarely reported. Key Messages: Modiﬁcation of the immune response with systemic immunosuppressive agents improves severe keratoconjunctivitis sicca in recalcitrant secondary Sjogren syndrome. 
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 Case Report
 Systemic immunosuppressant for betterment of ocular manifestations ofsecondary Sjogren’s: A case report
 Haleema A1,*, Vasantha N1, Shalet Paul1, Mohammed Haneef1, Lessitha N K1
 1Dept. of Ophthalmology, Azeezia Institute of Medical Sciences and Research, Meeyannoor, Kollam, Kerala, India
 A R T I C L E I N F O
 Article history:Received 18-07-2020Accepted 29-07-2020Available online 03-09-2020
 Keywords:Secondary Sjogren’sSystemic immunosuppressantDry eye
 A B S T R A C T
 © 2020 Published by Innovative Publication. This is an open access article under the CC BY-NC license(https://creativecommons.org/licenses/by-nc/4.0/)
 1. Introduction
 Sjogren’s syndrome is an autoimmune disease characterizedby lymphocytic infiltration and destruction of lacrimalglands, salivary glands and other exocrine glands leading toclassical triad of keratoconjunctivitis sicca, xerostomia andparotid gland enlargement. Involvement of other exocrineglands results in dry skin, nose, throat, trachea and vagina.This is classified as primary and secondary. Primary exists inisolation whereas secondary Sjogren syndrome is associatedwith other systemic autoimmune disease.1 Most widelyaccepted criteria for diagnosis of Sjogren’s is American-European Consensus Criteria for Sjogren’s Syndrome2
 (Table 1).3
 Secondary Sjogren’s is most commonly associatedwith rheumatoid arthritis, but can be associated with otherautoimmune disorders also. Rheumatoid arthritis is alsoan autoimmune disorder presenting with symmetricalinflammatory polyarthritis, joint stiffness and constitutionalsymptoms. Females are affected more commonly.Rheumatoid arthritis is diagnosed using ACR classificationcriteria.4
 * Corresponding author.E-mail address: [email protected] (Haleema A).
 The exact cause of dry eye in Sjogren’s syndromeis unknown. but it is considered as a result of Tcell mediated inflammatory destruction and inflammatorymediators related increased apoptosis of lacrimal glandscausing severe dry eye. In addition, peripheral nervedysfunction in cornea also contribute to dry eye sincesensory nerves in cornea and conjunctiva is the afferentbranch of lacrimal reflex arc.
 Dry eye syndrome is a state of front of eye in responseto damage to normal tear coating of it. In Sjogren’s thereis lacrimal gland destruction leading to aqueous layerdeficiency dry eye. Severe dry eye can cause photophobia,corneal melting, infection, ulcers and even perforation.
 Treatment of Sjogren’s syndrome is mainly focusedon symptomatic management of dry eye. Since it is anautoimmune disease, immunosuppressant treatment canbe of some help in improving symptoms in Sjogren’ssyndrome. Here we report a case of advanced secondarySjogren’s and the effect of systemic immunosuppressantin the severity of corneal thinning and other ocularmanifestations during a follow up period of 1 year.
 https://doi.org/10.18231/j.ijooo.2020.0512581-5024/© 2020 Innovative Publication, All rights reserved. 226
 Secondary sjogrens syndrome is an autoimmune disorder leading to destruction of exocrine glandswith resultant classical clinical triad of dry eye, dry mouth and parotid gland enlargement inassociation with other systemic autoimmune diseasecommonly rheumatoid arthritis. This report highlightsthe unintended effect of systemic immunosuppresants given for the treatment of rheumatoid arthritis, inimproving the coexistant corneal thinning and other ocular manifestation in a case ofsecondary sjogrenssyndrome, which has been rarely reported.Key Messages: Modification of the immune response with systemic immunosuppressive agents improvessevere keratoconjunctivitis sicca in recalcitrant secondary Sjogren syndrome.
 https://doi.org/10.18231/j.ijooo.2020.051
 https://www.ipinnovative.com/open-access-journals
 https://www.ipinnovative.com/journal/IJOOO
 https://creativecommons.org/licenses/by-nc/4.0/
 mailto:[email protected]
 https://doi.org/10.18231/j.ijooo.2020.051
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 Fig. 1: Left eye showing conjunctival and circumcornealcongestion with filamentary keratitis and corneal thinning
 Table 1: American-European Consensus Criteria for Sjogren’sSyndrome.3
 1. Ocular symptoms-Dry eye> month, forein bodysensation, use of tear substitute > 3 time a day
 2. Oral symptoms-Feeling of dry mouth, recurrentswollen salivary glands, frequent use of liquid to aidswallowing
 3. Ocular signs - Schirmer test without anaesthesia <5mmin 5 minutes, positive vital dye tests
 4. Oral signs – Abnormal salivary scintigraphy andsialometry. 5
 5. Positive minor salivary gland biopsy findings6. Positive anti SSA/SSB antibody
 For Primary Sjogren’s - 4 out of 6 criteria should be positive one shouldbe criteria5 or 6.†Secondary Sjogren’s – one connective tissue disorder + criteria 1 or 2 +
 criteria 3,4 or 5 should be positive
 2. Case History
 A 62-year-old female patient admitted for bilateral parotitiswas referred to ophthalmology department with history ofpain and foreign body sensation in both eyes. She wasalready on treatment for filamentary keratitis both eyes andcornealulcer left eye with impending perforation from alocal hospital for more than 3 months (topical antibioticpreparation and lubricant eye drops. She gives history ofusing bandage contact lens 2 weeks back). She gives historyof chronic joint pain for 10 years, morning stiffness insmall joints and dryness of mouth.6 On examination therewas severe localised corneal thinning of size 4x4 mm inthe pupillary region extending upto midstroma left corneawith multiple filaments both cornea along with conjunctivaland circum corneal congestion (Figure 1). Shirmer test
 values were 2 mm both eyes.7 Corneal staining scorewas 11 in right eye and 13 in left eye according toNEI/Industry Grading system.8 Anterior chamber was quietand fundus normal. Systemic examination showed bilateralparotid enlargement. RA factor and anti CCP antibodywere positive confirming secondary Sjogren’s accordingto revised International classification criteria for Sjogren’ssyndrome and ACR criteria for rheumatoid arthritis. Shewas initially started on topical lubricant eye preparationsand later topical immunosuppressant (cyclosporine) wasalso added. Even though there was no clinical improvement,she was symptomatically better. She was then referredto rheumatologist for arthritis management and started onsystemic HCQS, methotrexate and methyl prednisolone.Patient showed a drastic symptomatic relief of bothsystemic and ocular symptoms after starting systemicimmunosuppressants. Corneal thinning improved clinicallywithin1 month, confirmed with anterior segment OCT.
 After 5 months, with improvement in arthralgia, systemicmedications were tapered; then all of a sudden, shepresented with worsened ocular symptoms and cornealthinning, forced us to step up the treatment. She wasfollowed up for a period of 1 year and is presently underremission with systemic methotrexate, hydroxychloroquine,methyl prednisolone, topical cyclosporine and lubricant eyedrops (Figure 2).
 Fig. 2: AS OCT showing improvement in corneal thinning withsystemic immunosuppressants in secondary sjogrens syndrome
 NEI – national eye institute.†Anti CCP antibody- Anti Cyclic Citrullinated Peptide
 antibody.‡AS OCT- Anterior Segment Optical Coherence
 Tomography.
 3. Discussion
 Sjogren’s was clinically described at first by Mickuliczin a 42-year-old man with bilateral parotid and lacrimalgland enlargement in1892. It is a chronic inflammatorydisorder characterized by exocrine gland dysfunction
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 and results in sicca complex – dry eyes, dry mouth,dryness in skin, throat, nose, trachea/vagina. Some maydevelop systemic complications like dysfunction of heart,lungs, liver, renal system, nervous system, muscles,joints, skin, vasculature and blood. Severe dry eyecan cause corneal scarring, ulceration, infection, andeven perforation. pathogenesis of Sjogren’s is complexand uncertain, but similar to benign lymphoepitheliallesion. 10% undergo lymphoma transformation because oflymphocytic infiltration.7 Differential diagnosis includesadult blepharitis, dry eye syndrome, juvenile idiopathicarthritis uveitis and keratopathies. Treatment dependson extend and severity of clinical presentation andthrough multidisciplinary approach -maintaining integrityof tear film through preservation, augmentation and /replacement of tear. Systemic immunosuppressant agentslike methotrexate, antimalarials, cyclophosphamide, TNFalpha antibody (infliximab) may be used to improve tearproduction in recalcitrant Sjogren’s. Topical cyclosporin Ais approved by US FDA as a treatment for dry eye.
 In our present case, patient was followed up for a periodof 1 year after initiation of systemic immunosuppressantin addition to topical cyclosporine and lubricant eye dropsand found to have significant improvement in ocularmanifestation.
 US FDA- united states food and drug administration.
 4. Source of Funding
 None.
 5. Conflict of Interest
 None.
 References1. Baldini C, Talarico R, Tzioufas AG, Bombardieri S. Classification
 criteria for Sjogren’s syndrome: A critical review. J Auto. 2012;39(1-
 2):9–14.2. Fujibayashi T, Sugai S, Miyasaka N, Hayashi Y, Tsubota K. Revised
 Japanese criteria for Sjögren’s syndrome (1999): availability andvalidity. Mod Rheumatol. 2004;14(6):425–34.
 3. Vitali C, Jonsson R, Bombardieri S, Alexander E, Carsons S, WeismanM, et al. Classification criteria for Sjogren’s syndrome: a revisedversion of the European criteria proposed by the American-EuropeanConsensus Group. Ann Rheumatic Dis. 2002;61(6):554–8.
 4. Aletaha D, Neogi T, Silman AJ, Funovits J, Felson DT, Bingham CO,et al. Rheumatoid arthritis classification criteria: an American Collegeof Rheumatology/European League Against Rheumatism collaborativeinitiative. Ann Rheum Dis. 2010;69:1580–8.
 5. Gotoh S, Watanabe Y, Fujibayashi T. Validity of stimulated wholesaliva collection as a sialometric evaluation for diagnosing Sjögren’ssyndrome. Oral Surg Oral Med Oral Pathol Oral Radiol Endod.2005;99(3):299–302.
 6. Soto-Rojas AE, Kraus A. The Oral Side of Sjögren Syndrome.Diagnosis and Treatment. A Review. Arch Med Res. 2002;33(2):95–106.
 7. Cho P, Yap M. Schirmer Test. I. A Review. Optom Vis Sci.1993;70(2):152–6.
 8. Lemp MA. Report of the National Eye Institute/Industry workshop onClinical Trials in Dry Eyes. CLAO J. 1995;21:221–32.
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