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MEETING OF AUGUST 12, 2008

MINUTES

CASE CONFERENCE
Attendance (from sign-in sheet):  Drs. M. Bass, M. Fowkes, W. Harrington, C. Iacob, T. Kozarski, P. Kozlowski, I. Mikolaenko, C. Rao, R. Rhodes, C. Shao, L. Sharer, X. Song, K. Tanji, K. Weidenheim, M. Wrzolek, E. Wu, D. Zagzag 
The meeting took place at 6:30 PM at the Department of Pathology, NYU School of Medicine, Bellevue Hospital Conference Room.  Dr. Zagzag welcomed the group and provided refreshments.
Three cases were presented, as follows (histories from contributors):

Case 1.  RWJUH 3, Robert Wood Johnson University Hospital, New Brunswick, NJ (Dr. Roy Rhodes): 
A 73-year-old woman with diabetes mellitus, systemic hypertension, hyperparathyroidism, and end-stage renal failure for which she was receiving peritoneal dialysis was treated for peritonitis at another hospital three weeks prior to admission, initially having presented with headache, confusion, agitation and intermittent aggressive behavior.  Following admission for increasing confusion, agitation and a gait disturbance, MRI on hospital day 5 revealed an acute left cerebellar infarct in the territory of the posterior inferior cerebellar artery.  CT of the cerebellum on day 15 revealed less edema and diminished mass effect.  A small acute right occipital infarct was found by MRI on day 16.  She had growth of enterococcal species and Klebsiella pneumoniae from peritoneal fluid, and Candida albicans was cultured from blood.  A splenic abscess was drained with coagulase-negative staphylococcal species isolated, and antibiotic and antifungal treatment was given.  A fluctuating mental status was thought to be based on medications, infections and cerebral ischemia.  There were reportedly no cognitive problems prior to the initial episode (per her husband).  Serum calcium was 10.9 mg/dl (reference range, 8.5–10.5 mg/dl) and phosphate was 9.4 mg/dl (2.7–4.6 mg/dl).  She deteriorated and expired six weeks after admission.  
Autopsy showed arterial and venous thromboembolism.  The brain weighted 1155 grams, had a right occipital infarct and a soft left lateral cerebellum, which showed liquefactive necrosis, dystrophic calcification, and well-defined round fungus-like bodies.  The bodies are Michaelis-Gutman bodies.  The diagnosis was malakoplakia.

Malakoplakia usually occurs in the urinary tract.  The Michaelis-Gutman bodies are both extra- and intra-cellular and represent incompletely digested bacteria.  The lysosomes cannot completely digest the bacteria, and the residua produce a target-like appearance on light microscopy.  On electron microscopy, hydroxyapatite crystals are seen which contain calcium, phosphate, iron and carbohydrate and have the appearance of thin needle-like structures as shown by Dr. Rhodes, whose ultramicrographs also showed possible bacteria.  The above minerals and carbohydrate are deposited upon incompletely digested bacteria leading to the appearance of Michaelis-Gutman bodies.  Malakoplakia of the CNS has been reported in both children and adults.  Three previous cases of renal failure all had lesions in the cerebrum, not the cerebellum as in the current case.  In AIDS, malakoplakia lesions show intracellular coccobacilli..    

Case 2.  Case code 783 (Dr. Piotr Kozlowski):
An 80-year-old Caucasian female become acutely ill six month prior to her demise, when she developed right hemiplegia, weakness, gait disorder, and ataxia.  She was admitted to a local hospital where initial workup did not reveal a reason for the neurological abnormalities. No MRI was done since she had a pacemaker and defibrillator in place.  CAT scan of the head was done but was not conclusive.  Brain biopsy of the right frontal lobe was performed four months prior to death and was diagnosed as nonspecific encephalitis.   A postmortem examination was requested by the decedent's family in order to establish an anatomical cause of death.  
Autopsy revealed a firm granular right basal ganglia-temporal lobe lesion.  A lesion in the basis pontis had the same yellow firm appearance.  Microscopic examination showed a perivascular infiltrate of atypical cells spilling into the brain with occasional mitoses.  This infiltrate was present in every lobe of the brain and basal ganglia, and there was a solid mass in the left cerebrum.  Most of the cells were CD20-positive B-cells, though 4% were CD3-positive T-cells.  The diagnosis was primary B-ell lymphoma, which represents 1-2% of all CNS tumors.  Most are B-cell, non-Hodgkin type lymphoma with a predilection for the 6-7th decade of life, and increased in HIV-infected patients and those with transplants.  There has been an increase in incidence in immunocompetent patients as well.  While immunocompetent patients tend to have a single enhancing mass of >2 cm (70% of patients), immunodeficient patients more often have multifocal lesions (40%).  Diffuse brain infiltration (as in this case) is very rare and the names lymphomatosis cerebri, microgliomatosis, reticuloendothelial sarcoma and encephalitic type lymphoma have been applied to this lesion.
Case 3.  Mt. Sinai Case 2 2008 (MSSM2-2008), Mt. Sinai Hospital, New York, NY (Dr. Mary Fowkes, JPEG images sent by e-mail):
The patient is a 25 year old man who presented with an elevated serum CK but was otherwise normal (no weakness, no pain, no abnormalities on physical exam).  His father walks with a cane, and his grandfather also has weakness issues.  The patient had a muscle biopsy and images were sent via the Web.
Paraffin sections showed a marked increase in internally placed nuclei in some but not all fibers.  There was fiber splitting.  Modified Gomori Trichrome showed dark cytoplasmic inclusions which were blue to green and occasionally red.  There were rare red rimmed vacuoles.  The inclusions were negative on NADH and ATPase staining.  Type 1 fibers had more inclusions than Type 2 fibers.  Ultrastructural study showed z-band streaming, and there was z-band material at the edge of dense inclusions.  The myofibrillar network was disorganized.
The diagnosis was myofibrillar myopathy, and the findings could represent either a primary or secondary desminopathy, i.e. desminopathy or myopathy with desmin accumulation.  Other proteins (desmin, alpha B-crystallin, myotilin, filanein C, selenoprotein N, ZASP and others) are abnormally expressed and could interact with the desmin connections.  Desmin binds to ankyrin, spectrin, synemin, desmusclin, nebulin, plectin and syncoilin.  Differential diagnosis includes reducing body myopathy (a rare disease with abnormal inclusions which are positive for menadione-NBT staining).  

This pathology produces a slowly progressive painless limb girdle muscular dystrophy, which is typically distal but can be proximal.  Facial weakness is mild, if present at all, and extra-ocular movements are usually intact. CK is normal to slightly elevated.  Onset is at 20-40 years of age.  Most are autosomal dominant, but rare cases are autosomal recessive.  50% of patients have a cardiomyopathy, but respiratory failure may occur and even be a presenting symptom.  .  

Extra Case Data/Cases:
Update from Dr. R. Rhodes, on Case 1, the oncocytic meningioma from 5/13/08:

Pertinent laboratory data included RBS = 396/mm3 (4.4-6.2/mm2)

MCV 85 fL (80-100)

MCH 29 pg (27-34)

Mild anisocytosis and slight microcytosis (considered nonspecific)

On manganese SOD staining, the patient was positive.  MnSOD is a free radical scavenger, and there is more in meningiomas that have been embolized.  MnSOD staining is very positive in muscle biopsies, and the stain works on paraffin sections of muscle.  It can be used in diagnosis of mitochondrial myopathies.  

Oncocytic meningioma has been considered a variant of chordoid meningioma.  

The Minutes of 5/13/08 were revised according to Dr. Rhodes' request.

Extra Case 4.  Dr. Zagzag.  A young male with a large sinus-sellar mass that was homogeneously enhancing and extended back to the basilar artery, with 40% removal of the tumor in 2007 with a diagnosis of chondroid neoplasm, with tumor cells organized around blood vessels.  The tumor was strongly positive for S100, and EMA and D240 were also positive.  The tumor was thought to be consistent with "chondroid chordoma".  
Four months later, the tumor recurred and was resected with the same histology.  In 2008, another resections showed the same histology, with S100, EMA and D240 all positive.  The tumor was negative for Brachyury which is used as a marker for chordoma.  Electron microscopy revealed no desmosomes.  A consultant called the tumor "chondrosarcoma".  The final diagnosis was chondrosarcoma Grade II.   
Discussion revolved around the differential diagnosis of chondroid chordoma versus chondrosarcoma.  Histology is important.  Immunohistochemistry is useful.  If the tumor is S100 positive, it could be either chondrosarcoma or chondroid chordoma.  If the epithelial markers are positive, this suggests chondroid chordoma.  D240 positive tumors are likely chondrosarcoma.  Brachyury-positive tumors are chordomas.  

Slides of this case will be sent to the group.
