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            Abstract

            
               
A rare case of a 16year old female, diagnosed elsewhere as chronic uveitis in the left eye positive antinuclear antibodies
                  and Anti-SSA antibodies, treated with steroids and referred for cyclocryotherapy for a painful blind eye. On examination,
                  the patient denied perception of light. There was proptosis, limitation of extraocular movements and corneal melting with
                  no view of the posterior segment. Ultrasound B scan showed dense vitritis with doubtful specks of calcification. Magnetic
                  resonance imaging revealed a soft tissue mass obliterating the vitreous and anterior chamber with retroscleral extension and
                  involvement of the optic nerve. Extended enucleation was performed under General anaesthesia. Histopathological examination
                  confirmed a well differentiated retinoblastoma with extrascleral and optic nerve involvement. Metastatic work up was normal.
                  Intravenous Chemotherapy and post surgery radiotherapy to the socket was advised for further management. Late onset retinoblastoma
                  mimicking ocular inflammation with positive antibody serology is rare and the report shows the need for imaging in refractory
                  uveitis. 
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               Introduction

            Retinoblastoma (RB) is the most frequently encountered intra-ocular malignancy in children.1  The incidence is reported to be 1 in 15000 to 18000 live births, particularly diagnosed by 5 years of age.2, 3, 4  Occurrence of this tumour in adults is extremely rare, with few isolated cases reported in the literature.5  In this report, we discuss a rare presentation of late-onset retinoblastoma in a 16 years old female, misdiagnosed as chronic
               uveitis, where imaging modalities helped in correcting diagnosis and elective planning. The case report followed the tenets
               of the declaration of Helsinki and informed consent has been obtained.
            

         

         
               Case Presentation

            A 16 years old female was referred for cyclocryotherapy for a painful blind left eye. Parents gave a history of diminution
               of vision, associated with redness and pain in the left eye since1year. There was no history of trauma, but there was increasing
               prominence and later protrusion of the left eye with aggravation of symptoms inspite of treatment. It was reported that the
               patient had squinting in the same eye since 5years of age, but no ophthalmic evaluation was ever done until the present onset
               of symptoms. She was diagnosed with chronic uveitis elsewhere and treated with steroids. There was no family history of tumours.
               Examination of the right eye was unremarkable with 20/20 vision.
            

            On examination, the patient denied perception of light in the left eye. There was dystopia with proptosis and limitation of
               extra-ocular movements. Presence of lid edema, conjunctival and ciliary congestion, prominent episcleral veins, cataractous
               lens, exudates in shallow anterior chamber, intercalary staphyloma and neovascularisation of iris were noted (Figure  1). Corneal melting hindered the view of the posterior segment.
            

            A preliminary Ultrasonogram (USG) Bscan performed showed dense vitritis with few hyperechoic lesions, suspicious of calcification.
               Magnetic resonance imaging (MRI) showed a T2 hypointense lesion obliterating vitreous and anterior chamber along with a retroscleral
               extension, associated with irregularity of the posterior sclera and involvement of optic nerve.(Figure  2) A differential diagnoses of either intra-ocular mass lesion or infective etiology, with extra-ocular/episcleral invasion
               and involvement of the optic nerve was made.
            

            A dilemma over diagnosis prevailed as the clinical signs of a possible infectious etiology did not equate to the symptoms
               of the patient. The patient had complicated cataract and no proptosis at the time of first presentation (as per old records)
               which obscured view of the posterior segment. Signs suggestive of uveitis were strengthened by positive anti-nuclear antibody
               (ANA). However, doubtful calcification seen on USG along with the rapid progression of proptosis and unresponsiveness to treatment
               weighed more in favour of a possible missed masquerade. MRI image of the homogenous retroscleral involvement surrounding the
               globe contour also raised the bar of suspicion towards a mass lesion. 
            

            Weighing all possibilities, it was decided to perform an extended enucleation under General anaesthesia for the left eye with
               the informed consent of nil visual prognosis. The surgery was performed and the specimen was sent for histopathological examination
               (HPE). Post enucleation, a conformer was placed and the patient was given intravenous and topical antibiotics.
            

            HPE confirmed a well differentiated retinoblastoma (Figure  3), with many Flexner-Wintersteiner rosettes, Homer-Wright rosettes, extensive areas of necrosis, extrascleral and optic nerve
               margin involvement. Patient was classified as Stage 3, group E (International retinoblastoma classification) and systemic
               work up was negative for metastasis. She underwent chemotherapy with 12 cycles of VEC regimen (Vincristine, Etoposide and
               Carboplatin) with radiotherapy to the orbit. No recurrence at 1 year follow up.
            

            
                  
                  Figure 1

                  Clinical picture of left eye of the patient showing corneal melting with exudates in anterior chamber with ciliary congestion
                     and cataractous lens
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                  Figure 2

                  Magnetic resonance imaging of the orbit showing vitreous echoes with retroscleral thickening with proptosis of left eye
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                  Figure 3

                  Histopathology in Hematoxycillin and eosin stain, 10X magnification showing well differentiated retinoblastoma cells showing
                     Flexner-Wintersteiner rosettes 
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               Discussion 

            Retinoblastoma, a primitive neuro-ectodermal intraocular malignancy, originates from the sensory retina and is usually diagnosed
               before 5years of age. Only 8.5% of patients are older than this age at diagnosis and the occurrence is almost always sporadic.6 There is no gender predilection and all previously reported cases of adult onset RB were unilateral. 7

            Theoretically, two hypotheses explain the late presentation; a de-novo occurrence or a malignant transformation of retinocytoma.
               In the former, there is no antecedent lesion but a late malignant transformation of rare embryonal retinal cells occurs, whereas
               in the latter, a previously undiagnosed or spontaneously arrested/regressed RB is present (retinocytoma) which gets reactivated
               later in life by an additional oncogenic mutation. 8, 9 The difficulty in diagnosis stems from the low frequency of occurrence and the atypical presentation.7 Perhaps, a view of a dome shaped mass in fundoscopy might aid the diagnosis, but often posterior segment view is precluded
               which makes the diagnosis rely on imaging modalities like USG, computerized tomography or MRI. 10

            It is advocated that any atypical uveitis in older children, may be the first presentation of retinoblastoma, particularly
               if associated with glaucoma or with poor response to therapy or persistent. 11 In this case, the patient was a young female, advised rheumatological workup in view of a simulated panuveitis. Presence
               of squint since early childhood with reportedly no visual complaints and initial presentation of uveitis coupled with positivity
               for auto-antibodies, paved way for a misdiagnosis. We hypothesize that a possible masquerade was thus missed until the advent
               of a rapidly progressing proptosis.
            

            Atypical uveitis is a known manifestation of RB, especially in older children. But this case is a rare entity because in an
               otherwise proven chronic uveitis, the possibility of a masquerade/late onset RB did not surface until proptosis set in. We
               would like to highlight the importance of imaging modalities in diagnostics and that rare chances of a lingering malignancy
               should be kept in mind especially if the imaging is inconclusive or patient is unresponsive to treatment.
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