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Case 1999-1

Submitted by: Amyn Rojiani, M.D., Ph.D., Jason Francey, M.D., and Edward Haller,
University of South Florida College of Medicine, Tampa, and University of Florida College
of Medicine, Gainesville, FL

Diagnosis: Melanosis of the dentate nucleus

Comment: The material in the dentate in this case was Fontana positive, and it bleached
with potassium permanganate. The material is not autofluorescent, unlike lipofuscin, and
the particles have been found to be composed largely of sulfur.
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Case 1999-2

Submitted by: Juan Bilbao, M.D., and Dr. Gary Moddei, University of Toronto, Toronto,
Ontario, CANADA

Diagnosis: Autophagic-vacuolar myopathy induced by omeprazole.

Comment: On EM there were myelin bodies and extruded lysosomes, as welt as
glycogen granules which however were not incorporated into the lysosomes. No
curvilinear bodies were found. Congo red stain exhibited threads in the affected fibers.
Some people thought that the picture was that of inclusion body myositis, but it was
pointed out that in Japan, Congo red positive material has been described in muscle fibers



in chloroquine myopathy, which this case resembles. The patient's symptoms subsided
following cessation of omeprazole treatment, and they recurred after rechallenge, with
elevation of serum CK.

References:

1. Mastaglia FL. Toxic myopathies. In: Rowland LP, DiMauro S, eds. Handbook of Ciinical
Neurology, vol 18(62): Myopathies. Elsevier, 1992, pp 595-622.

2. Garotte FJ, Lacambra C, Del Ser T, Garcia Diaz B, Obeso G, Solis J. Subacute
myopathy during omeprazole therapy. Lancet 1992; 340: 672.
Case 1999-3

Submitted by: Martha Simmons, M.D., Ph.D., and Richard L. Davis, M.D., University of
California San Francisco, San Francisco, CA

Diagnosis: Central Neurocytoma.

Comment: The tumor cells were positive for synaptophysin, and there was also focal
positivity for GFAP, on immunocytochemistry. Neurofilament protein was negative.
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Case 1999-4

Submitted by: Eun-Sook Cho, M.D., and Meera Hameed, M.D., New Jersey Medical
School, Newark, NJ

Diagnosis: Endolymphatic sac tumor (low grade adenocarcinoma of probable
endolymphatic sac origin)

Comment: At surgery, the tumor was extradural. On immunocytochemistry it was -
positive for cytokeratin, EMA and vimentin, and it was focally positive for GFAP. It was
negative for S-100. Patients with this tumor should be investigated for expression of the
Von Hippel-Lindau (VHL) gene.
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Case 1999-5

Submitted by: Chris Ingram, Diane Armao, Scott Kilpatrick and Kinuko Suzuki, University
of North Carolina, Chapel Hill, NC

Diagnosis: Malignant neoplasm, favor sarcomatoid carcinoma

Comment: The members of the audience suggested several differential diagnoses for this
case, including a fibrohistiocytic lesion (such as malignant fibrohistiocytoma, or MFH), an
inflammatory or reactive condition, or a desmoplastic mesothelioma. On
immunocytochemistry, the tumor was positive for EMA and, unlike MFH, was strongly
pasitive for cytokeratin. Electron microscopy did not reveal long microvilli, which are
characteristic of mesothelioma, but nevertheless at least one outside consultant electron
microscopist thought that it was a desmoplastic tumor of this type. The primary has not
been discovered. The patient has been treated with chemotherapy and radiation, but he is
not doing well and is currently wheel-chair bound.
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Case 1999-6
Submitted by: Hans Klunemann, M.D., and William Pendlebury, M.D., University of

Vermont, Burlington, VT, and John Woulfe, M.D., and David G. Munoz, M.D., University of
Western Ontario, London, Ontario, CANADA

Diagnosis: Niemann-Pick disease type C

Comment: The material was PAS positive, and the neurofibrillary tangles were positive
for ubiquitin and tau. Histiocytes were also present in the bone marrow. This disease is
due to a deficiency of cholesterol transport; the gene for the disorder, which is located on
Chromosome 18, has recently been cloned. Records from the patient's family are
available back to Normandy and the year 1488, with involvement of many individuals.
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Case 1999-7

Submitted by: Shigeo Murayama, M.D., Tokyo Metropolitan Institute of Gerontology,
Tokyo, JAPAN

Diagnosis: Gaucher's disease, neonatal lethal form

Comment: The eleciron micrograph demonstrates angulate iysosomes with iinear
structures. The brain was very small, and neither stainable myelin nor axons were
demonstrable in the frontal lobes. The tangles in neurons were ubiquitin positive. Many
Gaucher cells were present in the brain.
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[1999-8: case not submitted]

Case 1999-9

Submitted by: J. Barron and D. Munoz, London Health Sciences Centre, London,
Ontario, CANADA

Diagnosis: Diffuse hereditary leukoencephalopathy with axonal spheroids

Comment: The changes were confined to the white matter, with no involvement of the
gray matter. The pathology appeared to have three stages, with axonal swellings first,
progressing to loss of axons and vacuolation of white matter, with complete loss of axons,
myelin and oligodendrocytes as the end stage. The white matter changes were restricted
to the dorsal cerebral hemispheres and the corpus callosum. Similar conditions mentioned
by members of the audience included solvent abuse leukoencephalopathy and Nasu-
Hakola disease, in which there are also bone lesions.
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Case 1999-10

Submitted by: Saroja llangovan, M.D., Rajeswari Chandran, M.D., Reuben Cuison, M.D.,
Elena Kioes, M.D., and Marc G. Reyes, M.D., Cook County Hospital, Chicago, IL

Comment: Tests for herpes | & Il, PCR for were all negative, as well as cultures for
bacteria, fungi and TB.

Diagnosis: Neurosarcoidosis, meningoencephalitic type

Comment: All ante- and postmortem cultures, isolations and PCR studies were negative,
including for bacteria, fungi, HSV-1, HSV-2, CMV, herpes zoster, syphilis, Lyme disease,
toxoplasmosis, HIV-1, M. tuberculosis, and the prion protein. There were no skin or bone
lesions, although granulomas were found in the uterus. Audience members suggested
several alternative diagnoses, including granulomatous meningoencephailitis, visceral larva
migrans (in which the parasites are notoriously difficult to find), HHV-6 infection, and Hiv-2
involvement of the brain. Regarding the last, the patient was from Mexico, which has not
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been an endemic fegion for HIV-2.
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Case 1999-11
Submitted by: Rebecca D. Folkerth, M.D., Boston VA medical Center, Boston, MA

Diagnosis: Herpes simplex rhombencephalitis in acquired immunodeficiency
syndrome

Comment: Some observers thought that they recognized intranuclear inclusions, while
others reported that they could not find any. PCR on CSF obtained during life revealed
HSV-1. In addition, immunocytochemistry was positive for HSV in the pontine sections.
Demyelination has been reported in the brainstem in this acute disorder, similar to that
seen with VZV. The patient also had HIV leukoencephalopathy in the cerebral
hemispheres.
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