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(THE NEW YORK ASSOCIATION OF NEUROPATHOLOGISTS)

MEETING OF DECEMBER 9, 2008

MINUTES

CASE CONFERENCE
Attendance (from sign-in sheet):  Drs. M. Bass, A. Baisre, W. Harrington, A. Hays, T. Kozarski, P. Kozlowski, E. Lavi, J. Libien, I. Mikolaenko, C. Rao, R. Rhodes, M. Rosenblum, C. Shao, L. Sharer, X. Song, K. Weidenheim, D. Wolfe, M. Wrzolek, D. Zagzag, J. Crary, EP Cortez. 
The meeting took place at 6:30 PM at Genzyme.  Dr. Horten hosted the group in absentia.
Three cases were presented, as follows (histories from contributors):

Case 1.  Columbia-Presbyterian, (Dr. John Crary): 
A 72-year-old woman with diabetes mellitus, systemic hypertension, hypertension, congestive heart failure (diastolic dysfunction), end-stage renal disease and renal transplantation (1/2001), was admitted on 7/28/08 for abdominal pain and shortness of breath requiring intubation.  She subsequently developed multiple problems including diarrhea due to Strongyloides, disseminated intravascular coagulation and a pseudomonas urinary tract infection.  She had altered mental status, but a CT scan was unremarkable except for mild hydrocephalus; there was no acute abnormality.  MRI showed a cerebellar lesion thought to represent subacute hemorrhage, and slight atrophy; there was opacification of the mastoid and middle ear.  The patient expired on 9/27/08.  
The slides showed choroid plexus with amorphous eosinophilic material, metaplastic lamellar bone and calcification.  

The diagnosis was amyloidosis in the choroid plexus.

Pertinent previous history:  In 1989 at age 53, the patient presented with lower back pain and nephrotic syndrome with proteinuria for several years.  There was pedal edema.  Renal biopsy showed amyloid in the interstitium which was positive for lambda light chains.  SEP and UPEP were negative throughout the course and bone marrow biopsy was equivocal.  The diagnosis was amyloidosis of the AL type.  Dialysis was begun in 1994 and renal transplant took place in 2001.  

Autopsy revealed marked amyloid deposition in the native kidney and the transplant and in the heart, where fibrosis was also present.  Numerous plasma cells were present in the bone marrow.   The brain was grossly unremarkable except for a large pineal gland.  Amyloid was found in the anterior and posterior pituitary gland, median eminence and pineal, all regions without a blood-brain barrier.  Other areas without a blood brain barrier include the subfornical organ, subcommissural organ (some discussion ensued about whether or not the two latter locations are present in humans), infundibulum, the organum vasculosum of the lamina terminalis, and the area postrema of the medulla.  

REFERENCES:
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Case 2.  Downstate Medical Center (DMC Case 1 December 2008) (Dr. C. Rao):
A 47 year old woman presented with altered mental status.  Neuroradiological workup revealed abnormal T2 signal over a large area involving left fronto-temporal lobes and extending along the corpus callosum into the right frontal lobe.  Evidence of marked compression of the left lateral ventricle, midline left to right shift, and vasogenic edema were seen.  The lesion was heterogeneous and involved the frontal, parietal and temporal lobes.  The lesion was subtotally resected. 

Histology showed a round cell tumor with large atypical cells and satellitosis.  Some areas showed an astrocytic appearance with small anaplastic cells.  Some cells had copious pink cytoplasm reminiscent of gemistocytes, or Rhabdoid cells.   There were many mitoses, some of which were atypical.  There was a perivascular pattern.  

Immunohistochemistry showed many cells to be GFAP-positive.  Some of the intracytoplasmic inclusions were positive for both GFAP and vimentin.  The tumor was negative with SMA, cd34, EMA, synaptophysin, NeuN, and neurofilaments.  KI67/MIB1 showed 10-20% of cells to be in the proliferative mode.  P53 was strongly positive.  

The diagnosis was malignant mixed glioma (anaplastic oligoastrocytoma) with rhabdoid features.
Discussion centered on the diagnosis and classification of glial and glioneuronal tumors with rhabdoid cells.  This group may include astroblastoma, ATRT arising in PXA, ATRT arising in irradiated optic ganglioglioma, rhabdoid glioblastoma multiforme, and large cell medulloblastoma with focal rhabdoid features.  It was pointed out that we need to characterize tumor with Rhabdoid features as to which have and which do not have the INI1 mutation.  It was also noted that the INI1 mutation is not specific for ATRT and renal rhabdoid tumors.  

Case 3.  New Jersey Medical Center (NJMC December-2008), (Dr. L. Sharer):
The patient is a 66 year old woman with intradural, extramedullary spinal masses, with evidence of thoracic spinal cord compression.  She underwent resection of the thoracic lesion, followed in five days by resection of a separate cervical lesion.  The submitted material was from the cervical resection, which had the same histology as the thoracic lesion.
Frozen section showed a tumor with pseudorosettes and uniform nuclei, which was well-demarcated and markedly hypercellular in some areas.  There were also solid areas and some papillary areas.  There were mitoses and anaplastic nuclei.  The differential diagnosis included extra-axial ependymoma, possibly tanicytic, or anaplastic, and meningioma.  

Work-up revealed a MIB1 which was low in some areas and up to 40% in other areas, consistent with two parts to the tumor.  The cellular portion had a GFAP that was somewhat positive and a dot-like pattern on EMA staining, and was thought to be ependymal.  The transthyretin staining was thought to be a red herring.  

The second resection (cervical mass) showed the same histology, and the tumor made a ventricular lining at the edge, together with some ciliated cells.  The diagnosis was Anaplastic ependymoma, WHO II, with zones of lower grade ependymoma.  

Dr. Rosenblum stated that the jury is still out on the presence of focally increased cellularity and MIB1 in an otherwise Grade II ependymoma, and the WHO criteria are soft.  Patient age and extent of resection are most important and there is no good neuropathological pattern.  

It was also noted that NCAM (CD56) and e-cadherin are useful for the differential diagnosis of choroid plexus tumors (e-cadherin-positive) versus ependymoma (CD56-positive)

