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CASE CONFERENCE
Attendance:  Drs. M. Adachi, J. Arnold, A. Baisre, E.P. Cortes, W. Harrington, A. Hays, J. Huse, Paulina Kozlowski, Piotr Kozlowski, J. Libien, Y. Milewski, D. Nochlin, D. Pisapia, C. Rao, R. Rhodes, M. Rosenblum, L. Sharer, M. Smethurst, K. Tanji, N. Tsankova, J.P. Vonsattel, K. Weidenheim, M. Wrzolek, E. Wu, J. Yo, D. Zagzag, J. Zeng, Z. Zhang.
The meeting took place at 6:30 PM at Memorial Sloan Kettering Cancer Center.  Drs. Rosenblum and Huse hosted the group and provided refreshments.
Five cases were presented as noted below (Histories and References from contributors; some references from the audience (Dr. Rosenblum).  SEQ CHAPTER \h \r 1


 SEQ CHAPTER \h \r 1
NEUROPLEX CASES, NOVEMBER 16, 2010

Case 1.  Staten Island University Hospital (Staten Island 2010-1) (Dr. Wrzolek): The patient was a 52-year-old male with a history of cluster headaches, hyperlipidemia, COPD, a lung nodule, and depression. He presented to the Emergency Room complaining of shortness of breath for four days, associated with headache which did not improve with his usual treatment. He also had decreased oral intake, myalgias, chills, low-grade fever, sore throat, wheezing, dry cough, and confusion. In the ER, the patient was hypoxic, febrile to 101.5̊F and very somnolent. Chest x-ray revealed bilateral infiltrates. He was admitted to the ICU with a diagnosis of exacerbation of COPD because of pneumonia. He was intubated and started on an aggressive regimen of corticosteroids, nebulizer treatments, and antibacterial and antiviral medications (including oseltamivir [Tamiflu®]). Four days into the admission he had a generalized tonic-clonic seizure in the setting of hypoxia secondary to tension pneumothorax. Neuroimaging studies and lumbar puncture were not performed. The ICU course was further complicated by septic shock, acute respiratory distress syndrome, gangrene of a lower extremity, and renal failure. The patient expired 10 days after admission. 

General autopsy revealed diffuse alveolar damage, attributed to viral infection. There was bronchiectasis, emphysema, cardiomegaly and acute tubular necrosis.  The fixed brain weight was 1,200 gm. External examination showed scattered small foci of subarachnoid hemorrhage.  On sectioning, the cerebral hemispheres and cerebellum showed numerous foci of fresh hemorrhage, almost exclusively in the white matter, ranging from punctuate ones, up to 4 cm in maximum dimension.  Submitted: One H&E-stained slide and one unstained slide.

The gross appearance of the brain appears below:
[image: image1.wmf]Large and small hemorrhages were present in the white matter and at the grey-white junction, and in the corpus callosum.  One hemorrhage was seen in the basal ganglia, the only one in the grey matter.  The cerebellum, brainstem and spinal cord also showed small hemorrhages.
Sections showed perivascular hemorrhages, some with an associated acute or chronic inflammatory cell infiltrate.  There was vascular necrosis.

The diagnosis was acute hemorrhagic leukoencephalopathy of Weston-Hurst.  This entity is considered a hyperacute form of acute demyelinating encephalomyelitis.  The pathology differs from that of ADEM by the presence of vascular necrosis.  There is no vascular necrosis in ADEM.  Leukoencephalopathy of Weston-Hurst may be a complication of infection or vaccination.  Infections include but are not limited to measles, influenza, mumps, EBV, Mycoplasma and tuberculosis.  Vaccinations include rabies, influenza and smallpox.  This entity may complicate organ transplants.  The pathology can be reproduced by inoculation of CNS myelin and pertussis vaccine.  The particular patient had H1N1 influenza confirmed by RT-PCR.  The H1N1 epitopes were not found in brain or lung, but the virus may have been cleared in this patient who was treated.
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Case 2.  Kings County Hospital (Downstate 2010-3) (Dr. Zeng and Dr. Rao): A 76-year-old woman presented with a one week history of severe headache. She had postmenopausal bleeding and unsteady gait for the past year. She did not have any visual changes, weakness, sensory changes or bowel/bladder incontinence. Brian MRI showed a 5.3 x 5.5 x 3.2 cm mass with extensive bony erosion of the clivus and adjacent skull base bones. The mass was seen in the sphenoid sinus and ethmoid sinus. The radiologists' differential diagnosis was giant cell tumor, plasmacytoma, chordoma, and metastastic neoplasm.  There was no sellar involvement, as per the neurosurgeon and the ENT surgeon.  A frozen section was read as "malignant."  
Sections showed a tumor of uniform cells with rounded nuclei and moderate amounts of cytoplasm arranged in sheets and nests.  Mitoses were easily found in some areas.  Proffered differential diagnoses included PNET, rhabdoid tumor, neuroblastoma, sinonasal undifferentiated carcinoma, small cell neuroendocrine tumor and olfactory neuroblastoma.  Review of the x-ray studies showed that the tumor was indeed in the sella and pituitary adenoma was suggested.  The tumor was strongly positive for AE1/3, CAM5.2 and synaptophysin and focally positive for chromogranin but it was negative for CD56, S100, EMA and TTF1.  The patient had noticed breast heaviness for weeks and prolactin was >200 (normal <20 ng/ml).  Other pituitary hormones were within normal limits  Prolactin was strongly and diffusely positive.  Ki-67 showed 12% nuclear labeling and p53 was positive.  
The diagnosis was Pituitary adenoma, atypical, invasive, expressing prolactin.  The diagnosis of pituitary carcinoma is be made when there are intracranial metastasis discontinuous to the original tumor or distant extracranial metastases.  

A search for metastasis was suggested due to the numerous mitoses and high Ki-67 index.  Metastatic work-up was negative and radiotherapy was given.  
References:
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3. Godey B, Morandi X, Le Gall F, Feat S, Brassier G, Le Clech G.  Pituitary adenomas with infra-sellar extension into the nasopharynx.  J Laryngol Otol 1999;113:1109-1111.

Case 3.  Kings County Hospital (Dr. Zeng, Case to be distributed as a PowerPoint presentation by e-mail): A 65 year old woman reported gradual leg pain and swelling of the right lower leg for the past nine months. A 10 x 9.4 cm mass was found in the posterior aspect of right lower leg on CT scan and MRI with involvement of the fibula. The patient was diagnosed with leiomyosarcoma of the uterus in 1983, and she had hysterectomy, radiation therapy and chemotherapy. She was found to have a recurrence with a 9 cm pelvic mass in 2005. At that time she was not deemed to be a candidate for resection. She was followed up with serial CT scans showing very slow growth of the pelvic tumor. 

A needle biopsy of the leg mass was performed. 

Sections showed a pleomorphic neoplasm of spindly to rounded cells with pink cytoplasm and possible strap cells.  Mitotic activity was easy to find.  The tumor was positive for HF35 (muscle specific actin) especially in the large rounded cells.  Desmin was positive in a few of the large cells.  A few large cells were positive for myoglobin and myogenin stained scattered nuclei.  The tumor was negative for AE1/3, SMA, HMB45, S100 and calponin but positive with vimentin.  The diagnosis was pleomorphic rhabdomyosarcoma.   

The tumor was compared to the pelvic mass and the uterine mass.  Both were spindle cell tumors with some pleomorphism and mitotic activity.  They were positive for SMA and calponin but negative for myoglobin and myogenin.  
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Case 4.  Robert Wood Johnson (RW 2010-1) (Dr. Roy Rhodes): An 85-year-old man with a meningioma was treated several times for recurrences. Outside tissue diagnosis:  Meningioma, Grade 1. There were three craniotomies and three radiotherapy treatments since 2006, followed by cyberknife therapy. The patient was sent to RWJ University Hospital for laser thermal ablation. The laser was inserted. The usual short (around a minute) laser pulse was given. The patient was coughing during surgery which may have affected the final laser position.  The laser was not attached to the patient's skull.  After the laser was applied, there was copious blood in the hemisphere and it was thought that an artery had been thermally ablated.  The patient was sent, per protocol, to an imaging room for examination.
Sections showed a meningioma with both transitional and chordoid patterns.  The cortex, which was obtained at the time of craniotomy to remove the blood, showed back to back neurons, achromatic neurons and clustering of neurons, with vascular sclerosis.  The large neurons were NeuN positive.  The specimen represents neuronal gigantism after radiation.
Little information exists on the pathogenesis of neuronal changes after radiation.  These neuronal findings are similar to those previously called focal neuronal gigantism by Caccamo and Rubinstein, who found them after radiation (see Reference).  Case 2009-5 from the AANP slide session also showed radiation-induced cortical dysplasia, but those neurons did not stain with NeuN.  Lampert and Davis reported large neurons in the molecular layer in 1964.  This finding has been studied using rodent models.  Fetal irradiation causes neuronal loss, especially of the GABAergic subsets, neuronal apoptosis, neuronal dispersion, disorganization and clustering.  
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3. Rosenblum MK, two personal cases.

Case 5.  Robert Wood Johnson (RW 2010-2) (Dr. Roy Rhodes): A 61-year-old woman presented with headache, weakness and gait changes.  A foramen magnum dura-based mass was found by imaging and resected.

Sections showed and EMA-positive meningioma with prominent blood vessels.  Is this:

1. The usual appearance of an angiomatous meningioma

2. Meningioma with more clustered, back-to-back blood vessels than usual

3. Meningioma with intermixed vascular malformation?

It was concluded that the lesion is a spectrum of #1-3.
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References and further reading may be available for this article. To view references and further reading you must purchase this article.
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