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Case 2007-1 
 

Submitted by:  Harry Kellermier, M.D. and Clayton A. Wiley, M.D. PhD. The University of 
Pittsburgh Medical Center, Pittsburgh, PA 15213 
 
 The patient was a 56-year-old white female who presented initially in 1998 with a six-

month history of progressive visual loss and intermittent frontal headaches, fatigue, forgetfulness, 
and personality change.  Magnetic resonance imaging revealed a 2 cm enhancing suprasellar mass 
that was biopsied and found to be a papillary craniopharyngioma.  A bifrontal craniotomy was then 
performed that resulted in subtotal resection of the tumor.  Postoperatively, her course was 
complicated by symptoms of panhypopituitarism including diabetes insipidus, hypothyroidism, and 
hypogonadism.  2 additional resections were performed for tumor recurrences at later dates (2001 
and 2005) as well as at least 2 gamma knife surgeries.  Prior to her final resection in 12/05, an MRI 
showed recurrent tumor.  3 months after this resection, she was brought to the neurosurgery clinic by 
her family who stated she was experiencing difficulty walking and mild confusion.  These 
complaints were in addition to chronic complaints of blurred vision, headaches, and occasional 
tinnitus.  At that time it was noted that she was unable to recall 3 objects on exam after 5 minutes, 
and walked with a wide-based gait.  In 3/06 she presented to the emergency department with new 
onset atrial fibrillation, peripheral edema and confusion, as well as episodes that resembled absence 
seizures.  At that time her husband also stated that she had been “dizzy” and that she had been 
hypersensitive to vibratory sensations. 

 Over the course of her disease, 11 CSF samples were obtained, all of which showed 
xanthochromasia.  CSF proteins ranged from 115 to 706, WBC’s from 6 to 394, and RBC’s from 2 
to 5200.  From 4/06 onward, despite extensive evaluations, her symptoms defied explanation.  
Imaging revealed no definite change in her tumor.  EEG’s, including a 24-hour ambulatory EEG in 
8/06 showed either focal slowing or no abnormality.  During this time, her mental and functional 
status continued to deteriorate.  MMSE scores ranged from 26/30 to 20/30.  During her final 
neurologic exam in 10/06, the patient’s caregiver reported that the patient suffered from difficulties 
in concentrating and poor recent and day-to-day memory.  She did not complain of vision, hearing or 
swallowing difficulties.  On examination, she was noted to have a slow latency of response when 
questioned.  Her language was normal.  She had a mask-like face, a smooth gait when walking with 
a walker, and intact reflexes. 

 On 10/15/06, the patient presented to the emergency department after a reported 
seizure.  During evaluation, she experienced an additional grand-mal seizure.  She was transferred to 
the intensive care unit where additional seizure activity was noted.  Resuscitation measures and anti-
seizure medications were administered.  She continued to deteriorate in terms of her hemodynamic 
and neurologic status.  The patient then showed signs of brain death and expired on 10/17.  The eyes, 
kidneys, bladder, liver, adrenals, atria of the heart and aorta were harvested for organ donation.    

 A general autopsy revealed a recent hemorrhagic infarct of the lingula of the left lung 
and a focus of hemorrhagic mesenteric fat necrosis.  The brain weighed 1400g and was markedly 
soft and friable, with distortion of the structures occupying the base of the brain and brainstem.  
Gross examination revealed cerebellar tonsillar herniation, as well as red-brown discoloration of the 
superficial portions of the inferior temporal lobes, anterior pons, cerebellum, and the entire spinal 
cord.  Residual tumor was not identified. 

 
Material submitted: 1 H&E stained slide and 1 unstained slide of 3 spinal cord levels 
 
Point for discussion: What is the diagnosis and etiology of her clinical symptoms? 
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CASE 2007-02 
 
 
Submitted by: Manuela Soaita, MD*, Amilcar A. Castellano-Sanchez, MD*, Ziad Khatib, 
MD**, Carole Brathwaite, MD**, Filipovich A, MD***; and Morton J. Robinson, MD. * Mount 
Sinai Medical Center, Department of Pathology and Laboratory Medicine, Miami Beach, 
Florida.; **Miami Children’s Hospital, Department of Pathology, Miami, Florida. MD*; 
Cincinnati Children’s Hospital Medical Center***

 
 
Clinical History. A previously healthy 3-year-old boy initially presented with left leg pain. His 
family history disclosed that he is the only son of a non-consanguineous couple from Honduras. 
There is no family or personal history of hematologic, metabolic or neurologic diseases. Surgical 
history is pertinent for a left inguinal hernia repair four days prior to his initial presentation. He 
returned to the emergency room several times thereafter with bouts of abdominal pain and 
emesis. Later on he developed a fever 101.5 (rising to a maximum of  103°F), headaches and 
dizziness, followed by ataxia, and paleness. On admission, he had splenomegaly, fluctuating 
pancytopenia (Hb 7.0 g/L, Hct 20.1%, WBC 4.1x109, platelets 119x109/L) with low 
reticulocytes, absolute neutropenia (0.5x109/L), and slight predominance of lymphocytes. MRI 
of the brain showed extensive, infra and supratentorial, white matter disease which progressed 
during the hospital course. CSF analysis revealed increased protein (114 mg/dl) and WBC (64 
x106) all monocytes. Bacterial, viral, fungal and mycoplasmal infection, metabolic defects, drug 
intoxication and rheumatic disease were ruled out. He then developed tonic clonic seizures which 
progressed to status epilepticus, and subsequently rapidly progressive neurologic deterioration 
with brain death, two and a half months after initial presentation. 
 
Material Submitted: 1 H&E stained section of the cerebrum, brainstem or cerebellum. 
 
Necropsy Findings. The autopsy examination showed hepatosplenomegaly. The brain weighed 
1440 g. The brain was edematous and diffusely softened as well as focally liquefied, particularly 
in the posterior fossa (brainstem and partial cerebellum).  
 
Points for Discussion.  
 

1. Diagnosis  
2. Pathogenesis 
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CASE 2007 -3 
 
Submitted by:    
Angelica Oviedo, M.D.   Dr. C. Fallet-Bianco 
Kaiser Hospital /Department of Pathology Service de Neuropathologie 
280 W. MacArthur Blvd   Centre Hospitalier Sainte-Anne 
Oakland, CA  94611    1, rue Cabanis  Paris  75014 France 

 
Clinical History: 2 week old male neonate born at 37 weeks gestational age with intractable 
seizures.  Clinical work-up including metabolic studies and muscle biopsy all normal.  History of 
one female and one male sibling with essentially identical clinical courses with neonatal deaths.  
There is one living, healthy female sibling and one living, healthy male sibling.  The patient, 
mother and female deceased sibling all carry the same balanced t (8;15)(p21.1;q26.1).  The 
father and deceased male sibling have normal karyotypes.  Karyotypes of the live siblings are 
unknown.  Parents are consanguineous.   
 
Necropsy findings:  
 
3486 g male neonate 
External examination:  well developed neonate with large broad-based nose 
Brain weight:  250 g  
 
Material submitted:  
 
1.) MRI at bottom of protocol 
2.) H and E glass slide of either frontal or parietal or temporal lobe  
 
Points for discussion:  
 
1.) Diagnosis 
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CASE 2007-4 
 
 
Submitted by:  Brian H. Le, M.D. and James W. Mandell, M.D., Ph.D. (Department of 
Pathology, University of Virginia, P.O. Box 800214, Charlottesville, VA 22908-0214) 
 
Clinical History:  The patient is a 2 month-old Hispanic male born at 40 weeks gestation via 
Caesarian section to a 23 year-old, G1P0 mother whose pregnancy had been uneventful.  Apgar 
scores were 6 and 8 at one and five minutes, respectively.  Supplemental oxygen was 
administered to the neonate from 1 to 4 hours of life.   
 
The baby showed dysmorphic facial features and contractures at the hips, elbows, and fingers 
(arthrogryposis).  Hypotonia and areflexia were observed, in addition to poor latch and suction 
with attempts at feeding.  MRI of the brain showed immature sulci development, along with 
hypoplasia of the corpus callosum in the regions of the posterior body and splenium.  The 
myelination pattern appeared appropriate.   
 
With electrodiagnostic testing, no motor or sensory responses could be obtained in the arms or 
legs.  Needle exam revealed fibrillation potentials and absent/reduced motor unit potentials in the 
distal and proximal muscles.  The interpretation rendered was that of a severe neuropathic 
process causing profound denervation. 
 
Laboratory data included a creatine kinase level of 144, a CSF protein level of 51, and a 
karyotype of 46, XY.  Combined muscle (left gastrocnemius) and nerve (left sural) biopsies were 
performed, with the muscle biopsy showing essentially nonspecific myopathic changes 
(increased fiber size variation with atrophy), but no evidence of grouped atrophy or of fiber type 
grouping. 
 
Material submitted:  Toluidine blue stained cross section of sural nerve 
 
Points for Discussion: 
 

1. Differential diagnosis? 
2. Diagnosis? 
3. What additional molecular genetic testing could be informative? 
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Submitted by: Leroy R. Sharer, M.D., Valerie A. Fitzhugh, M.D., and Debra S. Heller, M.D., 
UMD-New Jersey Medical School, Newark, NJ 07103 
 
Clinical History:  A baby girl was born at 36 weeks gestation to a 25-year-old G2P0 woman who 
had had a missed abortion one year previously.  (The parents, who were from South Asia, were 
first cousins.)  Ultrasound revealed intrauterine growth retardation, oligohydramnios, bilateral 
enlargement of cerebral ventricles, and hemorrhage in brain.  The baby was delivered by 
Caesarian section, with a birth weight of 1,885 gm.  At birth, she was not active, with shallow 
respirations, cyanosis, pallor, a pectus chest deformity, and ecchymoses on the upper thorax.  An 
initial platelet count was 90,000/mm3, repeat 50,000.  Ultrasound of the head on the second day 
of life was interpreted as showing bilateral germinal matrix hemorrhage Grade 3 and ventricular 
dilatation.  The baby was given a platelet transfusion, with platelets rising to 75,000; by the next 
day they had declined to 54,000.  TORCH titers and all cultures were negative.  A genetic 
consult raised the possibility of Smith-Lemli-Opitz syndrome, but serum cholesterol was normal.  
Tests for other genetic disorders were negative, with a normal karyotype 46, XX.  A CT scan on 
the third day also demonstrated bilateral germinal matrix hemorrhages, ventriculomegaly and 
periventricular leukomalacia, with cystic changes adjacent to the anterior horns of the lateral 
ventricles.  The baby developed bleeding from an orogastric feeding tube, with worsening of the 
platelet count.  A diagnosis of isoimmune thrombocytopenia was felt to be unlikely.  Lumbar 
puncture revealed many red blood cells.  Further platelet transfusions were given, raising the 
platelets to 201,000, but by the next day, day four, they had dropped to 45,000.  The child 
developed upper extremity tremors, and the serum lactate level was mildly elevated (2.3 mEq/L, 
upper limit, 2.0), with CSF lactate reported as 5.5.  She was found to be neutropenic, with a total 
white count of 4.7.  Platelets on the next day fell to 20,000, requiring yet another platelet 
transfusion, and neutropenia persisted.  At eight days of age, a repeat CT scan was said to show 
worsening germinal matrix hemorrhage, as well as hemorrhagic product in the cerebellum.  
Another CT scan a few days later revealed bleeding in the pons and evidence of elevated 
intracranial pressure.  The parents, who had previously wanted everything possible to be done for 
the child, at this point agreed to supportive measures only.  Terminally, at age six weeks, the 
child became hypothermic with shallow respirations, progressing to death.   
 
Necropsy Findings:  No evidence of systemic hemorrhage.  There was extramedullary 
hematopoiesis in liver and spleen, and diffuse bronchopneumonia.  Bone marrow had an increase 
in myeloid precursors, with decreased megakaryocytes and erythroid precursors.  The brain, 
which weighed 425 gm after fixation, grossly had bilateral cerebral white matter hemorrhages 
and cystic cavitations, with a gelatinous appearance of the white matter.  There were diffuse 
hemorrhages in the midbrain, in the basis pontis, and bilaterally in the cerebellar white matter.   
 
Material submitted:  One H&E-stained slide from either left or right thalamus and basal ganglia. 
 
Points for discussion:  1.  Diagnosis 
    2.  Relationship of brain findings to the thrombocytopenia 
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CASE 2007-6 
 
Submitted by: Irina Mikolaenko, M.D., Department of Pathology, Case Western Reserve 
University School of Medicine, Cleveland, OH, 44106;  Elizabeth A. Bundock, M.D., Ph.D., 
Office of the Chief Medical Examiner, Commonwealth of Massachusetts, Boston, MA, 02118;  
Rebecca D. Folkerth, M.D., Departments of Pathology, Children’s Hospital Boston, and Brigham 
and Women’s Hospital, Boston, MA, 02115. 
 
Clinical and neurological history:  The patient was a 5-year-old girl with developmental delay, 
seizures and recurrent strokes. She was born at full-term, birth wt 5 lbs. At 5 days, she developed 
generalized convulsions, which resolved after correction of hypocalcaemia.  Neuroimaging and 
EEG were unrevealing. Chromosome analysis was normal. She walked at 18 months of age, 
spoke around 12 months of age, but did not use short phrases until age 3. By age 3, her right arm 
was smaller than the left and she was strongly left-handed. Intermittent episodes of transient 
weakness involved the right side, but there were no generalized convulsions. MRI revealed 
bilateral infarcts in the temporal, parietal and occipital lobes, some of which appeared recent. At 
age 5, her height and weight were at the 23rd percentile, with head circumference <5th percentile. 
She had low-set ears with joined lobules, mild facial hypoplasia, a single palmar crease on the 
right, and a transverse plantar crease on the left sole. Cranial nerve function was intact. Her right 
arm was hypoplastic, with flexor posturing at the right shoulder and elbow and decreased 
proximal right arm tone. Plantar responses were flexor and there were no cerebellar signs. 
Arteriogram showed multifocal vascular stenoses, with left anterior cerebral artery filling by 
collaterals. A neurosurgical procedure under EEG monitoring was performed. Immediately post-
operatively, the patient had three generalized tonic-clonic seizures. The following morning, MRI 
showed significant infarcts in the bilateral ACA, bilateral MCA, and left PCA territories. Her 
neurologic status progressively worsened and the family chose to withdraw life support. 
 
Neuropathology findings:  The brain weighed 1170 g. The external diameter of the supraclinoid 
right ICA was 1.5-2 mm and the lumen was <1mm. The external diameter of the supraclinoid left 
ICA was <1mm with no grossly apparent lumen. The basilar artery was small and was severely 
narrowed at its midpoint. The vertebral arteries were normal.  The cerebral cortex was markedly 
attenuated and consisted of a thin, firm yellow-white band. The underlying white matter was also 
firm. Many other cortical areas were soft and dusky gray (bilateral ACA territory, bilateral 
inferior frontal lobes, both frontal lobes immediately superior to the Sylvian fissure, left posterior 
superior temporal gyrus, temporal tips, left insular cortex, and left parieto-occipital lobe).  There 
was diffuse vascular congestion.   
 
Material submitted:  H&E stained section of a narrowed artery segment. 
Point for discussion:  Diagnosis;  

 Pathogenesis. 
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CASE 2007-7 

 
Submitted by: Arnulf H. Koeppen, M.D., Jiang Qian, M.D., Ph.D., and Susan C. Michael, B.S., 
Neurology and Pathology Services, VA Medical Center, 113 Holland Avenue, Albany, N.Y. 
12208; and Departments of Neurology and Pathology, Albany Medical College 
 
Clinical history: This 72-year-old man first became ataxic at the age of 39 years though his 
disability was not serious enough to keep him out of the U.S. Air Force. He got married and had 
7 children of whom no one has a similar disease. His parents were also not affected. His father 
was a French Canadian from Montreal, his mother is from Argyle, Washington County, NY.  At 
the time of a 2001 examination, the patient was confined to a wheelchair. He could not transfer 
to a bed on his own, stand, or walk. His mental status inquiry revealed some lack of 
concentrating ability. He had prominent dysarthria and coarse nystagmus on right and left lateral 
gaze. Saccades were hypometric. Pupillary light reactions were normal, and the fundi were 
normal. He had some dysmetria of the arms and hands, with a distinct writhing component. His 
arms were strong but his legs were atrophic, spastic, and weak. A right hammer toe was present. 
Muscle stretch reflexes were lost but there was an intermittent right Babinski sign. A suprapubic 
catheter was in place. He had normal surface sensation everywhere. Vibratory sense was reduced 
but joint position sense in the toes was totally absent. Some examiners considered multiple 
system atrophy. His single cranial magnetic resonance imaging in 2002 showed 
cerebrocerebellar atrophy. Gene testing for Friedreich’s ataxia was negative. He developed 
visual failure, and optic atrophy became prominent. After admission to a nursing home, he began 
to refuse food, drink, and medications. He died after several weeks of progressive malnutrition. 
The general autopsy confirmed bronchopneumonia. The brain weighed 1,050 g. 
 
Material submitted: One H&E-stained slide of the thalamus 
Points for discussion:  

(1) Diagnosis  
(2) Pathogenesis 
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CASE 2007-8 
 

 
Submitted by:  Daniel Keith Harrison, M.D. 
   Fellow in Neuropathology 
     

Cheryl Ann Palmer, M.D. 
Associate Professor of Pathology and Neurology 

   University of Alabama at Birmingham 
 
 

 
This 12-year-old left-handed boy had a history of medically intractable symptomatic seizures 
since 11 months of age.  Magnetic resonance imaging revealed an area of encephalomalacia in 
the left occipital lobe and mild left hippocampal atrophy.  Video-electroencephalogram 
monitoring also appeared to have an onset of localization to the left occipital/left temporal 
regions.  His mother described his first seizure type as a loss of right-sided control with his eyes 
rolling to the left.  Urinary incontinence and emesis were sometimes noted with these events.  
She stated that in the postictal state he was usually tired for a very short time and then he was 
back to his baseline. These events occurred on average one time per week and lasted one to two 
minutes.  His second seizure type was described as inattentive spells which occurred once a week 
and lasted about a minute. 
 
His physical examination was remarkable for a long-standing right homonymous hemianopsia, 
slow language and mildly impaired concentration.  No birthmarks or rashes were noted.  
 
A left occipital pole brain resection was performed. 
 
 
Material submitted:  1 H&E-stained section of the left occipital neocortex. 
 
Questions for consideration:  Diagnosis? 
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Case 2007-9 
 
Submitted by: 
C. Dirk Keene, M.D., Ph.D., Joshua A. Sonnen, M.D., Thomas J. Montine, M.D., Ph.D., and 
Ellsworth C. Alvord III, M.D. 
University of Washington Division of Neuropathology 
Harborview Medical Center 
325 Ninth Avenue, Box 359791 (Room 2EH87) 
Seattle, WA 98104-2499 
 
Clinical History: 
The patient was a 54 year old man with genetically confirmed Huntington’s disease (CAG repeat 
length 45).  His mother and grandmother both died of Huntington’s disease.  He presented at age 
40 with personality changes, lack of motivation, and depression.  Choreiform movements as well 
as balance and gait difficulties soon resulted in an inability to work.  He experienced bilateral 
subdural hematomas in 1998.  His disease slowly progressed, and he died due to complications 
of Huntington’s disease (pneumonia) in a nursing home. 
 
Necropsy Findings: 
This was a brain-only autopsy.  At autopsy, the dura was not available.  The caudate and 
putamen bilaterally were atrophic with associated ventriculomegaly.  There were no focal lesions 
identified grossly.   
 
Material Submitted: 
GFAP/Luxol Fast Blue stained section of caudate/putamen. 
 
Points for Discussion: 
1. Diagnosis 
2. Clinical implications 
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CASE 2007 - 10 
 
Submitted by:   Anne Buckley 

Tarik Tihan 
   UCSF Department of Pathology 
   Neuropathology Unit 
   M-551, 505 Parnassus Avenue 
   SF CA 94117 
 
Clinical History: The patient is an otherwise healthy 36-year-old woman with a ten-year 

history of neck pain.  Recent exacerbation of the neck pain with visual 
changes, facial and extremity weakness was followed by symptoms of an 
acute increase in intracranial pressure and mild Broca’s aphasia.  Imaging 
showed a 5-cm, partially calcified mass near the sphenoid in the temporal 
lobe. 

 
Material submitted:   Representative H&E slide of tumor. 
 
Points for discussion:  Diagnosis.  
 


