NEUROPLEX, INC.
(THE NEW YORK ASSOCIATION OF NEUROPATHOLOGISTS)

Minutes, meeting of January 15, 2008

Genzyme Genetics Laboratories, hosted by Dr. Bruce Horten

Present:  Drs. Sharer, Msgn. Cruz, Drs. Baisre, Dulau, Faust, Fowkes, Horten, Iacob, Kozarski, Lavi, Libien, Mirra, Rao, Richfield, Shao, Song, Weidenheim, Wrzolek, E. Wu, Zagzag, 
The meeting was called to order by Dr. Sharer.  
The meeting began with the presentation and discussion of four previously circulated cases.

University Hospital SUNY HSCB Case 1 (glass slide).  Dr. Rao presented this case of an orbital mass in a 15 year old female.  The mass involved the right sphenoid and ethmoid sinuses, optic canal, anterior skull base and right medial maxilla.  It was biopsied in Manhattan and resection carried out in Brooklyn.   Slides showed a vascular, bone forming tumor with lamellar bone and nidus of woven bone.  There were rare mitoses.  There were occasional osteoclasts.  The differential diagnosis includes osteosarcoma, fibrous dysplasia, meningioma, osteoid osteoma (but the mass is >2 cm), and osteoblastoma.  This mass was diagnosed as a “meningioma” in Manhattan.  This mass was called “Fibro-osseous lesion consistent with cementifying variant of ossifying fibroma” by Dr. May Parisien of Columbia.  This entity has also been called “aggressive psammomatoid ossifying fibroma” and “cementifying fibroma.”  This is a locally invasive often (30-58%) recurrent lesion that does not metastasize and for which total excision is the treatment of choice.  It arises in the nasal sinuses and orbit (70%) and also in the palate and anterior fossa.  It may show intracranial extension.  It is most common in teenagers (15 years old) but has been reported from 5-54 years of life.  The male/female ratio is 1.3/1.  It is EMA negative but CK may be positive.  Vimentin is positive.  Reticulin occurs around woven bone.  If you polarize the lesion you well see woven and lamellar bone.  The question may be asked, do reports of “Sino nasal psammomatous meningioma” really refer to this entity?   References include:
Margo CE, Weiss A, Habal MB.  Psammomatoid ossifying fibroma.  Arch Ophthalmol 1986;104:1347-51.
Wells DL, Kaplan K.  Pathologi Quiz Case.  Arch Pathol Lab Med 2003;127(8):e359-e360.
Rhodes RH, Davis RL.  An unusual fibro-osseous component in intracranial lesions.  Hum Pathol 1978;9(3):309-19

Wenig BM et al.  Aggressive psammomatoid ossifying fibromas of the sinonasal region.  Cancer 1995;76:1155-65.
Granado R et al.  Psammomatoid ossifying fibromas:  immunohistochemical analysis and differential diagnosis with psammomatous meningiomas of craniofacial bones.  Oral Surg Oral Med Oral Pathol Oral Radiol Endod 2006;101:614.

University Hospital SUNY HSCB Case 2 (glass slide).  Dr. Rao presented the case of a 4 year old female with leukocoria in the right eye, which was enucleated because of suspicion of retinoblastoma.   The section showed an eye that was minimally small in size.  There was subcapsular globular degeneration of the lens, calcification of the lens, crenation of the posterior capsule with retrolental fibrosis, and retinal detachment with retina that is in the wrong location (in front of the vitreous).  The optic nerve is very small and there was osseous metaplasia in front of the nerve.   The differential diagnosis of leukocoria was discussed and includes retinoblastoma, medulloepithelioma, retinal astrocytoma, leukemia, persistent hyperplastic primary vitreous and other entities.  The diagnosis of the present case is persistent hyperplastic primary vitreous (Reese 1946) also called persistent fetal vasculature (Goldberg 1997).  This is a usually unilateral developmental disorder in which the embryonic hyaloid artery fails to regress.  There is exuberant fibrosis behind the lens.   Delay in diagnosis may result in no functional vision.  If microsurgery is performed, vision is restored in 18%.  This entity is associated with many other unusual entities including Walker-Warburg syndrome, intrauterine use of Clomiphen, cocaine, LSD and alcohol, Tuberous sclerosis, Von Hippel-Lindau disease, and Neurofibromatosis Type 2.  

References include:

PNAS 2002;19,99,6:3848-53

Martin AC et al.  Pathogenesis of persistent hyperplastic primary vitreous in mice lacking the Arf tumor suppressor gene.  Invest Ophthalmol Vis Sci 2004;45(10):3387-3396.
Goldberg MF.  Persistent fetal vasculature (PFV):  an integrated interpretation of signs and symptoms associated with persistent hyperplastic primary vitreous (PHPV) LIV Edward Jackson Memorial Lecture.  Am J Ophthalmol 1997;124:587-;626.

Also, AFIP Fascicle on Tumors of the Eye and Ocular Adnexa.

University Hospital SUNY HSCB Case 3 (jpeg/CDROM).   Dr. Rao presented the case of a 10 year old female with a partially cystic tumor in the frontal lobe, who underwent total resection in Jamaica.  The oncologist requested review of the slides prior to radiotherapy.  Slides showed a pleomorphic astrocytic tumor with vacuolated cells, EGB and obvious neoplastic neurons.  The diagnosis was pleomorphic xanthoastrocytoma with ganglionic differentiation, focal angiomatous areas and focal intratumoral hemorrhage (WHO II).  This is a “PXA-Plus.”  The entity may include composite tumors with elements of DNT, ganglioglioma and ATRT.  PXA may exist as a component of ganglioglioma, or with a glioneuronal malformation.  If a PXA becomes anaplastic, i.e has 5 or more mitoses per 10 HPF) and/or has necrosis, the proper term is “pleomorphic xanthoastrocytoma with anaplastic features” (WHO classification, 2007).
References:

Hirato et al.  Expression of non glial intermediate filaments in gliomas.  Clinical Neuropathol 1994;13:1-11.

Powell SZ et al.  Divergent differentiation in pleomorphic xanthoastrocytoma.  Evidence ofr a neuronal element and possible relationship to ganglion cell tumors.  Am J Surg Pathol 1996;20(1):80-85.

Giannini C et al.  Immunophenotype of pleomorphic xanthoastrocytoma.  Am J Surg Pathol 2002;26(4):479-485.  

Hirose et al.  Ultrastructural features of PXA, a comparative study with GBM.  Ultrastructural Pathol 1001;25:469-78.
Montefiore Case (glass slide).  Dr. Weidenheim presented a case of a 29 year old male with a past history of viral meningitis, who presented with low back pain which spread to both buttocks and legs, associated with peri-anal numbness.  Symptoms progressed over a 3 month period.  He developed urinary retention, constipation, and inability to walk.  Imaging revealed a 5 x 2.5 cm partially cystic mass in the conus medullaris, with a heterogeneous signal, evidence of hemorrhage and a syrinx above the mass involving most of the thoracic spinal cord.  Slides showed a glial tumor with a fibrillary astrocytic background and numerous large pleomorphic disorganized neuronal cells.  The diagnosis was ganglioglioma.   Ganglioglioma is a well differentiated, slowly growing neuroepithelial tumor consisting of neurons with glia.  According to the WHO 2007 classification, most gangliogliomas are WHO Grade I.  Some tumors with anaplastic features are considered Grade III.  Interestingly, in the new classification, criteria for Grade II are not well established.  These represent 0.4% of all CNS tumors, and 1.3% of all brain tumors, are the most frequent entity seen in patients with long standing epilepsy and occur mostly in young patients (</= 20y) with a mean age at diagnosis 8.5 yr.  Most are supratentorial but this example is in the spinal cord.   Pediatric Spinal Cord tumors (PSCT) occur at an incidence is 1 tumor/million children/year.  From a series of  26 PSCT in 31 counties around CHOP over 14 years (population-based) these were mostly astrocytomas with a rare ependymoma or ganglioglioma; a referral based series from NYU revealed 27% gangliogliomas as well as other lesions including ependymomas, JPA, neuronal tumors, hemangioblastoma, mixed gliomas; other series have included occasional cysts, teratoma, tuberculoma, AVM in this region.  Gangliogliomas tend to be more common in males (M:F = 1.5:1) with a median age at diagnosis 6 years (range, 7 mo-25 y).  They are most common in the cervicothoracic region and tend to be large (4-8 vertebral segments) at diagnosis.  Gross total or subtotal resection is therapy of choice and the 5 year survival is 88%.   Recurrence in 30% followed a period of stable function.   Radical surgery is the treatment of choice because of the minimal morbidity and indolent behavior of most tumors
References:
Jallo GI, Freed D, Epstein FJ.  Spinal cord gangliogliomas;  a review of 56 patients.  J Neuron Oncol 2004;68:71-77
Hardison HH et al.  Outcome of children with primary intramedullary spinal cord tumors.  Childs Nerv Syst 1987;3:89-92.
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