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Anti-NMDA receptor Encephalitis

Anti-N-methyl-D-aspartate  (NMDA) receptor encephalitis is a rare autoimmune
paraneoplastic syndrome characterized by escalating confusion, amnesia, agitation and
paranoid or delusional thoughts. Most patients with anti-NMDA receptor encephalitis
have the following characteristics: young females with a median age of 24 years,
prominent neuropsychiatry symptoms such as behavioral or personality changes that
could progress to seizures, stereotyped movements, autonomic instability or central
hypoventilation, harboring of a matured ovarian or mediastinal teratomas, with
detectable quantities of serum or cerebrospinal fluid antibodies that interacted with the
cell membrane of rat hippocampal neurons in vivo. The teratoma produces
autoantibodies to the NMDA Receptor 1 subunit of the NMDA receptor site detectable in
serum and cerebrospinal fluid (anti-NMDA receptor immunoglobulin G antibody). Not all
patients presenting with NMDA receptor encephalitis are females with ovarian
teratomas, but the frequency is so significant that work-up should include ultrasound, CT
Scans, and MRI to rule out a causative tumor. Infants and toddlers with such
paraneoplastic syndrome lack an associated tumor. Common presenting symptoms of
patients with NMDA receptor encephalitis include neuropsychiatric symptoms, seizures,
dyskinesias, loss of consciousness, amnesia, and autonomic dysfunction. Management
of anti-NMDA receptor encephalitis caused by a teratoma is removal of the tumor and
immunotherapy. Removal of the teratoma is associated with decrease in serum and
cerebrospinal fluid levels of the pathologic autoantibody with improvement or full
recovery. Immunotherapy includes steroids, intravenous immunoglobulin and
plasmapheresis. Since most cases present with neuropsychiatry symptoms, recognition
by mental health professional is key to early diagnosis.
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Hereditary Pancreatitis

Hereditary pancreatitis (HP) is a rare etiology of chronic pancreatitis in children and
adults. HP is an autosomal dominant inherited disorder with an incomplete penetrance
affecting mostly the white population. HP is characterized by a younger age of onset and
a longer course of recurrent episodes of acute pancreatitis before reaching pancreatic
insufficiency. It also is associated with a high cumulative risk of developing pancreatic
ductal carcinoma more commonly seen with a paternal inheritance pattern. HP is
correlated to a mutation in the PRSS1 gene located on 7935 locus identified as R122H.
PRSS1 mutation induces an inability of endogenous trypsin inhibitor binding to inactivate
intrapancreatic trypsin, leading to pancreatic autolysis. Other gene mutations implicated
are SPINK1 and CFTR. Accurate and reproducible genetic testing for PRSS1, SPINK1,
and CFTR has improved the efficiency of diagnosis. The diagnosis of HP is usually
based on the recognition of recurrent pancreatitis, usually starting in childhood, in two or
more members of a family in the absence of other causes for pancreatitis. HP is
characterized by acute onset of recurrent epigastric pain associated with nausea,
vomiting and abdominal pressure presenting before the age of ten years. Complications
such as pancreatic duct stones, duct strictures and pseudocysts are more frequent in
children with HP. They are diagnosed using MRCP and ERCP. Late complications
include pancreatic insufficiency with steatorrhea and insulin-dependent diabetes.
Management of hereditary pancreatitis includes several objectives: pain-control,
prevention of recurrence, treatment of exocrine and endocrine dysfunction, management
of complications and early detection of pancreatic ductal adenocarcinoma. Endoscopic
management consists of biliary/pancreatic sphincterotomy, pancreatic duct stricture
dilatation, stent placement and removal of stones from the pancreatic duct. Endotherapy
delays development of chronic pancreatitis and pancreatic cancer. Surgical procedures
consist in lateral pancreaticojejunostomy, resection of the tail of the pancreas and
duodenal sparing pancreatectomy.
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Parathyroid Carcinoma

Parathyroid carcinoma is an extremely rare cause of primary hyperparathyroidism in the
pediatric population with less than ten cases reported in the world literature. Clinical
manifestations of parathyroid cancer in children include palpable neck mass, bone pain,
weakness, pancreatitis, malaise, polyuria, polydipsia, nausea and vomiting. Most cases
report high levels of PTH associated to severe hypercalcemia with total serum calcium
greater than 13 mg/dL and a palpable neck mass. Sestamibi scan corroborated the
diagnosis, while CT-Scan provides clues toward tumor resectability. Parathyroid
carcinoma is confirmed by histologic examination with findings of trabecular pattern,
mitotic figures, capsular and bloods vessel invasion. Management of parathyroid cancer
is en bloc removal of the tumor along with the ipsilateral thyroid lobe avoiding rupture of
the tumor capsule and spillage of tumor cells. Removal of adjacent enlarged or abnormal
lymph nodes is recommended. The tumor metastasize to the lung primarily, followed by
bone, liver and brain. Serum calcium and iPTH levels should normalize after surgery,
unless unresected tumor or metastatic disease is present. Recurrence and systemic
metastases occur in 50% of patients with parathyroid carcinoma. When metastatic
disease is present metastasectomy is recommended to reduce hypercalcemia.
Chemotherapy, adjuvant radiotherapy and medical management including calcitonin,
mithramycin bisphosphonates and NPS R-568 calcimimetic agent may be used for
patients with uncontrollable hypercalcemia with unresectable or metastatic disease.
Prognosis is poor with mortality caused by severe hypercalcemia when widespread
metastatic or unresectable disease is present.
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