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It was a male patient, 40 years-old, caucasian, living at Jales – São Paulo, Brazil, single, builder, previously healthy. He reports that four months ago started with weakness, initially in the right lower limb, later in the left lower limb described by his words as “difficulty to elevating the feet” with progressively worsen with an ascending pattern until difficulty for walking. After one week, he started with paresthesia in both hands and feet with ascending progression in the lower limbs until it involved the perineal region. After three months, he started to present with erectile dysfunction and urinary and fecal incontinence.  He evolved with slow and progressive worsening of the symptoms over more four months until difficulty to remain seated, when he sought medical attention. After admission at hospital, patient had started with binocular diplopia that worse when looking to the right and dysphagia for solid foods. Denied systemic complaints (as fever, cough, dyspneia, weight loss and fatigue). Also denied palpebral ptosis, dysarthria and neck drop. 
General examination showed some nodules on the back and flanks with regular edges, fibroelastic consistency, movable and painless suggestive of lipomas. Neurological examination at admission showed asymmetrical paraparesis (right worsen than left) without distal-proximal predominance and difficulty to walk with a wide base. Deep tendon reflexes were normoactive except by abolishment of the Patellar and Achilles reflexes. Babisnki’s sign was present bilaterally. He had superficial hypoesthesia in hands and lower limbs, slightly asymmetrical (left worsen than right) and apalesthesia in the lower limbs with Romberg’s sign and mild trunk ataxia. Cranial nerves were unaltered. The ophthalmologist evaluates the patient and he had not any alteration, even in fundoscopy.
In general exams we noted a presence of normocytic and normochromic anemia with high serum iron and ferritin; elevated liver enzymes and vitamin D hypovitaminosis. Serologies for hepatitis B and C, syphilis and HIV were negative. Brain magnetic resonance imaging (MRI) evidenced a micronodular leptomeningeal enhancement with epicenter in the basal cisterns, brainstem and cerebellum; the enhancement extends to optic nerves, facial nerves and vestibulocochlear on the left. MRI of cervical, thoracic and lumbosacral columns also showed leptomeningeal enhancement, including the roots of the cauda equine and enhancement of the anterior region of the conus medullaris. Cerebrospinal fluid (CSF) showed lymphomononuclear pleocytosis (27 leukocytes with 86% lymphocytes and 12% monocytes) and proteinorrachia (125 mg/dL) without glucose consumption. Other analysis of CSF were negative (including research for neoplastic cells; culture for bacteria, fungi and mycobacteria; VDRL and PCR for M. tuberculosis). Serum and CSF protein electrophoresis had not alteration. Immunofixation without monoclonal protein. Chest computed tomography (CT) revealed multifocal micronodules with perilymphatic distribution grouped along the peribronchovascular bundle, several bilateral multifocal macronodular conglomerates of varying sizes with peripheral micronodules (Galaxy’s sign) and multiple bilateral mediastinal and hilar lymph nodes. Abdominal CT evidenced only hepatomegaly. Cervical ultrasonography observed lymphomegaly in the left supraclavicular region. Tuberculin test was negative (zero mm). Bronchoscopy with bronchoalveolar lavage was negative for tuberculosis. Two dosages of angiotensin-coverting enzyme (ACE) were normal. Total and ionized calcium levels were both normal but he had elevated urinary calcium. We not identified any alteration in pituitary hormones. Serology for B. burgdorferi was negative. We opted to perform transbronchial and lung biopsy because it is associated with fewer risks in relation to nervous system biopsy. Anatomopathological study of transbronchial biopsy identified a chronic inflammatory process without areas of necrosis and negative AFB test; immunohistochemistry showed a lymphoid infiltrate of immunophenotype “T” with a CD4/CD8 ratio of 4:1. Anatomopathological examination of pulmonary lesions showed non-caseating epithelioid granulomas with a negative test for fungi and mycobacteria. Therefore, the diagnosis was probable neurosarcoidosis associated with pulmonary, lymph node and hepatic manifestations of the disease with the neurological condition being the first presentation and even with a particularity of presenting as a medullary epicone syndrome. 
We chose to perform pulse therapy with methylprednisolone 1 g/day for five days with a good response characterized by a slight improvement in weakness (he was able to walk again with a walking stick) and of the superficial sensitivity in the lower limbs. However, on the last day of treatment, the patient had an isolated hyperpyrexia and a new chest CT evidenced a worsened of the pulmonary lesions plus a small pleural effusion on right hemithorax. The infectious screening was negative, including hemoculture for fungi, bacteria and mycobacteria. Given the difficulty in establishing a differential diagnosis between neurosarcoidosis and tuberculosis with involvement of the nervous system (NS) and considering that is this moment the investigation was still in progress, our team in association with the infectology team decided to start empirical treatment with RIPE regimen plus prednisone 60 mg/day. We suspended RIPE regimen after biopsy results. After two months of discharged, on outpatient follow-up, the patient reported worsening of weakness with restriction to the wheelchair again and of the superficial hypoesthesia in lower limbs, being readmitted at hospital and opting to associate methotrexate. After thirty days, another chest CT once again showed worsening of lung lesions then cyclophosphamide was associated. Currently, eleven months after the onset condition the patient is using methotrexate 20 mg once a week, cyclophosphamide 509 mg/m² of body surface and prednisone 60 mg/day with stability of the clinical condition, maintaining paraparesis, urinary and fecal incontinence and superficial and deep hypoesthesia in lower limbs.
Sarcoidosis is an idiopathic chronic inflammatory disease that can affect anywhere in the body. Neurosarcoidosis (SN) is an uncommon manifestation occurring in 5-10% of cases (although post-mortem incidence reaches up to 27%)1,2,3 and among these, the neurological symptoms was the first manifestation in up to 50%3, as in the case described here. Cranial neuropathy is the most common manifestation with the facial, optic and vestibulocochlear nerves being the most affected1,2,3. Our patient although not showing signs of involvement of cranial nerves at neurological examinations, he presented alterations in these three nerves on MRI. In accordance with literature, our case had aseptic meningitis, the second most common manifestation, present in up to 80% of cases1,2,3. Spinal cord involvement is rare, present in less than 20% of SN cases and when it is present, the thoracic cord is the most affected3. Our case beyond to have medularry symptoms the segment affected was the conus medullaris/cauda equine roots. We present here a case that is particular, not only because the rarity of the disease, but also because his atypical presentation. The diagnosis of NS is challenging due to clinical heterogeneity and low sensitivity and specificity of diagnostic tests1,2,3,4 and neurotuberculosis is an important differential diagnostic. 
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Figure A: lung biopsy - Lung parenchyma with extensive areas of necrosis and presence of non-caseating epithelioid granulomas. HE staining. 400x
magnification

Figure B: lung biopsy - Lung parenchyma with extensive areas of necrosis and presence of non-caseating epithelioid granulomas. HE staining. 100x
magnification

Figure C: transbronchial biopsy - Chronic granulomatous inflammtory process, without areas of necrosis. HE staining. 400x magnification.

Figure D: Transbronchial biopsy - The immunohistochemical study shows lymphoid infitrate of immunophenotype T, with a CD4 to CD8 ratio of 4 to
1.- CD4 staining. 400x magnification
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Figure E: Chest CT showing tha galaxy sign.
Figure F: Chest CT showng some nodules with perylimphatic distribution.




