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• 
CAS E 1 

Submitted by Dr. Richard l. Davis, U.S. Naval Hospital, San Diego, Calif. 

Ref. No. A 65-282 

This 3 month old infant was admitted because of fever and "failure to thrive." The 
mother of the patient had contracted "German measles" at 5-1/2 weeks of pregnancy, 
followed by influenza at 6 weeks, and scarlet fever at 7 weeks. The infant was born at 
term but showed multiple congenital anomalies (cataract and microphthalmia - left eye, 
and cardiac abnarmalities.) Hepatomeglia, splenomegaly and both inguinal and umbilical 
hernias were also present. There were no bone lesions. Cardiac catherization established 
the presence of patent ductus arteriosus, mild aortic coarctation and mitral regurgitation. 

Eleven days after admission to hospital surgery was performed to correct the patent 
ductus arteriosus. No aortic coarctation could be demonstrated. During the next two months 
the child had numerous bouts of pneumonia and cyanasis with varying degrees of cardiac 
decompensation. The enlargement of liver and spleen persisted. The patient continued a 
relatively downhill course and died approximately 3-1/2 months after admission. 

Significant pathol0r,ical findings; Cataract and microphthalmia (L); patent ductus 
arteriosus (surgical y corrected); pulmonary infundibular stenosis; patent foramen ova Ie. 
Pneumonia, acute and chronic (viral?). 

him No gross abnormalities. Micro; Perivascular mineralization of the vessels of the 
• bOS(jT ganglia (post-rubella). 

Sections; H & E stain 

Points for discussion; 1) Etiology of mineralization -.J..-- ~ ~ 
2) Reasons for lack of usual manifestations of viral infection -~ 
3) Reasons for lack of malformation of brain __ ~ 
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CASE 2 

Submitted "by Dr. Marius Valsamis, Phi ladelphia General Hospital, Phila., Pa. 

Ref. No. N.P.65-637 

A 17 year old, Negro female was admitted with a chief complaint of dizziness, 
weakness and diplopia. Her illness began 2 weeks prior to admission with a "cold," 
general malaise and anoxia. This was followed in 4 days by heaviness and clumsiness in 
the left arm and later, by clumsiness in the left foot, incoordination of the right arm and 
diplopia on looking to the left. She complained of dizziness on standing upright. There 
was no complaint of headache. 

General physical examination on admission was unremarkable. BP 110/70; P 92; 
R 20; T 990

• Neurologicgl findings· Normal mental stat"'; diplopia on left lateral gaze 
with horizontal nystagmus; coarse tremor of tongue; slight dysarthria. Motor strength good 
with minimal weakness left arm. Reflexes normal except for exaggerated left ankle ierk 
with unsustained clonus and absent left abdominal. Babinski sign negative, Hoffman sign 
present bilaterally. Gait unsteady with drift to left. Rapid alternating movements and 
finger to nose tests poorly performed, especially on left. No sensory abnormalities. 

Sianificanf laboratory studies; WBC 5,400 - normal differential. S.T.S. non-reactive. 
Sickle cel prep. negative. C.S.F. pressure normal; sugar 84; prot. 26; 8 WBC; 95% lymph. 
Culture negative. The patient's condition remained unchanged until the 6th hospital day 
when she became lethargic with difficulty in swallowing secretion. X-ray demonstrated 
bilateral pneumonia. The following day tracheotomy and assisted respiration were required 
and the patient was placed in a respirator on the 8th day. Cardiac arrest occurred on the 
10th day but yield to external massage. During the last two days of her illness persistent 
tachycardia ( 130-150/min) developed with a pulse rising to 180/min. The patient expired 
on the 13th hospital day. 

Significant general pathological findings; Acute duodenal ulcer. 

Brain,; Severe brain swelling with greatest intensity in medulla. Spinal Cord: Single, gray 
trans ucent plaques in the lateral columns at C2 and C7. Micro; Perivascular collection 
of lymphocytes scattered throughout the white matter at all levels of the neuroaxis, with 
localized demyelinization. Similar foci in optic nerve. Patchy demyelinization - cauda" 
equina and peripheral nerves. -? ,..,:<.;"" """'"'a ~ 

Sections: L.F.B. - PAS stain. 

Diagnosis: Encephalomyelitis. 

Points for discussion: Classification of this case in the catagory of demyelinizing diseases. 
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CASE 3 

Submitted by Dr. John H. Wagner, University of Maryland, Baltimore, Maryland 

Ref. No. N.S. - 12,004 

This 47 year old woman was in good health until the past year when she developed 
a bright red rash over the extremities and trunk associated with chills and fever. A diagnosis 
of scarletina was made but she failed to improve on antibiotic therapy. She was hospitalized 
at another hospital with fever, enlargement of the spleen and severe anemia (hematocrit 11%). 
Bath direct and indirect Coombs' tests were positive. There was inversion of the A/G ratio 
and the urine was positive for Bence-Jones protein. Bane marrow showed erythroid hyperplasia. 
The blood cou Id not be typed for transfusion. On one attempt at transfusion she suffered a 
severe reaction. She developed enlarged lymph nodes but no specific diagnosis was established 
on biopsy. Two months after admission to the first hospital splenectomy was performed. Study 
of lymph nodes and spleen suggested Hodgekin's disease. Her mental status deteriorated, with 
light stupor and hallucinations. Prior to her admission to the University Hospital, the skin 
rash again appeared and she was febrile. At this time there was enlargement of axillary and 
cervical lymph nodes. laboratory studies showed Hgb 9.7 gms; hematocrit 34%; reticulocyte 
count <)Ok, 2.SOk. Platelets 904,000. Serum glob. 3.8%, alb. 3.2%. Serum electrophoresis 
albumin 41.5%. Alphaj globulin 5.3%, alpha2 globulin 18.1%, beta globulin 16.9%, 
gamma globulin 18.2%. Coombs test was negative on one occasion but later the indirect 
reaction was 3 +. L.E. preparations were negative. Physical examination on admission 
showed a thin female with pallor of skin and mucus membranes and a temperature of 100.40

• 

There were slight telangectasis, ecchymoses and petechiae of the armS and lower legs. The 
liver was not enlarged. She was lethargic, emotionally labile, depressed, with memory 
loss. Neurological examination showed no cranial nerve abnormality. There was generalized 
proximal and distal atrophy of the extremities with bilateral symmetrical weakness. The 
patient developed seizures shortly after admission, became more lethargic and developed cog
wheel rigidity. She deteriorated mentally and developed hallucinations. She became 
comatose and died 14 days after admission. 

Significant laboratory' studies during this admission; Negative test for cryoglobulins. P.P.D. 
- negative for histop asmin and blastomycin. Spinal fluid studies: Pressure normal; protein 
96-238; sugar 53-70; cells O. EEG: Diffuse encephalopathy. 

Pertinent general pathology; Widespread, scattered acute necroti c foci in liver, heart, 
lung, esophagus and adrenal. Toxoplasma present in these foci in all organs except liver. 
Candida also present in lung sections. Increased plasma cells in lymph nodes and bone 
marrow. 

Brain; Diffuse, irregular areas of hemorrhagic softening most with greatest involvement in 
the cerebe II um • 

• Sections: H & E 

Diagnosis; Dysproteinemic disorder. Disseminated toxoplasmosis. Cerebral toxoplasmosis, 
angitis, vascular necrosis, progressive reactive encephalitis. 

Points for discussion: Is incidence of adult toxoplasmosis increasing? Why? Explanation 
for more extensive involvement of brain than viscera? Does presence 
of vascular necrosis suggest sensitization factor? Is the reaction of 
the brain related to release of organisms from encystment? 
Significance of absence of meningeal reaction 
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CASE 4 

Submitted by Drs. lucy B. Rorke and Harold Fogelson, Children's Hospital, Phila., Pa. 

Ref. No. Cs 326 

This ten year old Jewish boy with familial dysautonomia was hospitalized repeatedly 
because of aspiration pneumonia, apneic episodes, feeding and swallowing difficulties. He 
also showed poor temperature control with hyperpyrexia, labile blood pressure with occasional 
hypertension, absent tearing, bilateral corneal ulcers, and slow motor development. He was 
the third child of a mother whose first baby, a male, died at 3 weeks of age with bilateral 
aspiration pneumonia, under-nutrition and "congestion of the brain." A second boy is living 
and well. At two years neurological examination elicited hypotonia, arreflexia, good 
sensory response to pain, incoordination of head, arms and legs, with poor motor development. 
He was unsteady on his feet but was beginning to walk. Since the age of two years improve
ment was noted in swallowing, temperature control, intellectual and motor development; 
however, he did not talk until four years of age. When he was four and a half years old 
osteochondrosis of the left femoral capital epiphysis was diagnosed and a brace was used 
until he was eight. There was no scoliosis. During this time his gait was wide based, some
what shuffling and staggering, with the head thrust forward. He could climb trees. 
Intellectual function remained adequate. At eight, he showed gross ataxia with dysmetria 
of the arms. Speech was dysarthric, reflexes were hypoactive, muscle tone increased and 
pain response was still present. Slow improvement continued in swallowing control over 
the next two years. He remained unsteady on his feet and staggered slightly. Difficulty 
in walking did not increase in the dark. His vision was poor. There were no known 
funduscopic abnormalities. Serology was never tested. He died suddenly at ten years of 
age. 

Visceral pathology; Acute and chronic pneumonia. Sympathetic chains not examined. 

7 Summary of the CNS lesions; Demyelinization of fasciculus cuneatus, most prominent in 
/' sacral cord. Process extends through to cervical levels but becomes less obvious. Fasciculus 

gracilis only minimally involved. Dorsal roots at lower cord levels also show myelin loss. 
Myelin in brain stem, reticular formation pale and fragmented. Patchy demyelinization 
of the optic nerves, tracts and radiations. Ancient degenerative lesion calcarine cortex 
(unilateral) • 

Sections; lFB-CEV stain 

Diagnosis; Familial dysautonomia and ataxia (clinical) 
Focal demyelinization of CNS as indicated above. 

Points for discussion; 1) Relationship between dysautonomia and ataxia ) 
2) Pathological data from other cases of dysautonomia '---? 
3) Basis for demyelinization in optic system <:. 
4) Primary localization of cord lesion to fasciculus cuneatus) 
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CASE 5 
,A fJ"w sse. 

Submitted by Dr. R. A. Clasen, Presbyterian - St. Luke's Hospital, Chicago, Illinois 

The patient was born to a 36 year old gravida IX, para IX white female. At the 
time all siblings were living and well. The patient's birth weight was 8 pounds 3 ounces. 
His development was never considered (lormal. He sat up at 5 months; walked and talked at 

_ 3 years. A diagnosis of progeria was made at I year of age. The patient never attended 
school but was able to walk around his neighborhood and recognized and called his neighbors 
by name. He was first seen at our outpatient clinic at the age of 17 years because of 
transient paralysis and an increasingly clumsy gait. At that time he could smile and say 
"hello doctor." He presented the typical physical appearance of progeria. One month 
later the patient was admitted to hospital because of the sudden onset of right-sided 
paresis and loss of speech. His motor symptoms improved but he was never again able to 
make sounds intelligible to anyone but his mother. On the second hospital day, he 
developed a right-sided seizure. At the time of his discharge he was able to follow simple 
commands. The patient was admitted to our hospital for the last time at the age of 19 
because of loss of voice, and rassing black stools. Examination of the spinal fluid revealed 
a protein of 705 mg%. A cel count showed 1,000 RBCs and one mononuclear WBC. He 
expired on the 3rd hospital day. 

At autopsy the body weighed 13 Ibs. and measured 89 cm. in length. Except 
for a general reduction in size and absence of testes, no gross visceral anomalies were 
demonstrated. Atherosclerotic changes were absent. Microscopically, the viscera showed 
disseminated granulomatous lesions, morphologically, resembling Boeck's sarcoid. A pure 
culture of alpha streptococci was obtained from the blood. The brain weighed~500 grams. _ 
The meninges were markedly thickened. The gyral pattern of the cerebral hemispheres was 
normal. The cut section showed marked symmetrical dilatation of the ventricles. The 
white matter generally was atrophic and showed a grayish discoloration. There were 
calcific changes in both basal ganglia and dentate nuclei. 

The slides submitted are from the cortex and subcortical white matter stained by 
the phloxine-fast green FCF-gallocyanin technique (Jour. Neuropath. Exp. Neurol. 23: 
156-160) and from the basal ganglia stained by the hematoxylin-eosin technique. 

The changes observed in the brain of this case are similar to those recently 
described by Dr. Malamud and his coworkers in a case diagnosed clinically as Pelizaeus
Merzbacker disease (Jour. Neurol. Neurosurg. & Psychiat. 28:540-547, Dec. 1965). 
It is suggested that our case represents a similar genetic defect. 
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CASE 6 

Submitted by: John M. Hardman, Major, MC, USA, and Kenneth M. Earle, M. D., 
Armed Forces Institute of Pathology, Washington, D.C. 20305 

Ref. No. AFIP Accession 1188651 

This 38 year old Caucasian male had a left upper lobectomy for bronchogenic 
adenocarcinoma. Shortly thereafter he developed weakness with hyperactive deep tendon 
reflexes of the right arm and leg. Brain scan showed increased uptake in the right temporal 
lobe. At craniotomy metastatic adenocarcinoma of the left temporal lobe was found. 
Initially he improved but 2-1/2 months later his symptoms and signs returned. He rapidly 
deteriorated and expired 3-1/2 months after his initial treatment. No radiation therapy 
was given. 

Necropsy showed metastases involving the right lung, liver, pancreas, right 
adrenal, kidneys, and brain. The brain weighed 1650 gm. A 10 x 3 x 2 cm. sharply 
circumscribed necrotic and hemorrhagic mass was in the left temporal lobe. A separate 
less well defined, necrotic and hemorrhagic mass measuring 3 x 2 x 2 cm. was found in 
the left occipital lobe. Other than moderate generalized edema, no other abnormality 
was evident grossly or microscopically. 

Stain: Hematoxylin and eosin section of left occipital lobe lesion. 

Points for discussion: I) Differential diagnosis of metastatic bronchogenic carcinoma in 
astrocytoma and of such a metastatic lesion mimicking an 
astrocytoma. 

2) Relative frequency and varieties of such tumors. 
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CASE 7 

Submitted by Dr. leopold Liss, Ohio State University, Columbus, Ohio 

This 9 year old male was admitted to Columbus Children's Hospital with a 6 week 
history of headache, malaise, nausea and vomiting. He had attended school until 4 days 
prior, although he was described as "sleeping a lot" for several weeks. A left facial 
weakness had been noted for 2 weeks and his glasses had been changed because of visual 
difficulties. Three days before admission he had 2 tonic seizures lasting 10-20 seconds and 
the level of consciousness was decreased. He was stuporous on admission and apparently 
blind. Pupi Is were di lated, left more than right, but both reacted to light. Moderate 
papilledema was present. Macewan's sign was positive. Toe sign was present on the left 
and weaker on the right. Craniotomy was performed and a tumor of the 3rd ventricle 
removed. Post-operatively, urine specific gravity was low and fluid intake and output, 
increased. Patient received 6,OOOR post-operative radiation. 

Diagnosis: Neuroblastoma arising from neurosecretory cells of hypothalamus. 
/ 
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CASE 8 

Submitted by Dr. C. L. Dolman, Vancouver General Hospital, Vancouver, Canada 

Ref. No. S 65-18950 

This 3 year old Golden Retriever bitch had an unremarkable family history, 
but did not appear entirely normal from birth. Disability was apparently not severe enough 
to prevent owner from wishing to breed her for pedigreed stock. It was stated that she did 
not "track right," i.e. the hind legs did not follow the front of the body. Eventually 
paralysis of hind legs developed and the animal was destroyed. 

Visceral autopsy revealed no abnormalities. The brain was grossly normal. 

Stain; Cresyl violet 

~Diagnosis; "~ 
Points for discussion; What is the diagnosis? 

Is there a geneti c background? 
Any relation to human or other animal disease? 
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CASE 9 

~ he Submitted by Dr. Cheng-Mei Shaw, University of Washington, Seattle, Washington 

Ref. No. Np 315 

This 15 year old boy had developed normally until 3 years of age, when he was 
hit on the head with a hammer without any immediate sequelae. Later he began to stumble, 
became less coordinated and steadily regressed mentally. Neurological studies revealed 
evidence of mental deficiency, spasticity and incoordination; no definite diagnosis was 
made. He was subsequently institutionalized, becoming extremely stiff, spastic and 
completely helpless. He never had seizures, choreo-athetosis or myoclonus. He became 
emaciated and terminally developed episodes of cyanosis and respiratory difficulty. During 
one of these episodes he died. 

Autops~; Marked cerebral atrophy (660 grams), severe bilateral bronchopneumonia, 
genera ized cachexia and atrophy of skeletal muscles. The slide distributed is a Nissl
stained section from the cerebral cortex and is typical of the laminar neuronal degeneration 
seen throughout the cerebral cortex, with relative sparing of the hippocampal formation. 
The brain stem and cerebellum (weight 147 grams) were relatively uninvolved. 

Diagnosis; Poliodystrophy (Alper's disease) 

Points for discussion; Relationship to Jacob-Creutzfeldt's disease, and "Walnut brain" 
(Courville) 
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CASE 10 

Submitted by Dr. Richard Lindenberg, Dept. of Mental Hygiene, Baltimore, Md. 

Ref. No. 500/63 

There is no record of the early history of this 28 year old white man, except that 
he was not able to sit up or to walk at the usual age. During his early years he was kept in 
various boarding homes. At the age of 7 he was admitted to a public school for problem 
children where he was found to be mentally defective and spastic atactic, particularly 
in his legs. He learned to differentiate colors and to count a little, but could not learn 
to read. He showed good rote memory, but no judgment. He loved to sing and remembered 
the words of the songs. His attention span was very short. When 10 years of age he was 
admitted to a state institution for mentally defectives where the diagnosis idiopathic mental 
deficiency and spasticity was made. For about 14 years he was able to move about although 
with increasing difficulty. For the last 4 years of his life he was bedridden with frequent 
bouts of constipation, gastroenteritis and dehydration. Six months prior to death he became 
cyanotic and pulseless 30 minutes after a fecal impaction was removed, but soon recovered 
and continued to eat and sleep well until a few days prior to death when he developed a 
fatal bilateral bronchopneumonia. 

Autopsy findings: Bilateral confluent bronchopneumonia and aspiration of food. All other 
internal organs were grossly and histologically normal, except for beginning post mortem 
changes. Brain weight: 1075 grams. Thickening of leptomeninges over the anterior portion 
of the cerebral convexity. Moderate degree of atrophy of all cerebral convolutions. Small 
brain stem and cerebellum. Normal optic nerves. No arteriosclerosis. On coronal sections, 
the main finding consisted of atrophy of entire cerebral white matter associated with gray 
scars radiating from the ventricle walls into the white matter of individual convolutions. 
Atrophy of corpus callosum and anterior commissure. Smallness and sclerosis of both thalami. 
No gross changes in cerebral cortex, including Ammon's hom, striate bodies, pallida and 
subthalamic nuclei, except for indistinct outlines of natural landmarks of pallida. Small 
midbrain with shortening of ventro-dorsal axis and possibly sclerosis of peri-aqueductal gray. 
Small base of pons because of atrophy of fiber tracts. Diffuse scarring in white matter of 
cerebellum. Atrophy of pyramidal tracts in medulla oblongata. 

Gross diagnosis: Atrophy of cerebral and cerebellar white matter and sclerosis of thalami, 
probably due to an episode of asphyxia at birth or sometime thereafter. 

Histologic examination; Extensive glial scarring of cerebral and cerebellar white matter, 
and severe loss of neurons in both thalami. In addition, there were dlterations of neurons 
and glia and interstitial accumulations of globular material as can be seen in the H & E 
slide submitted. These alterations were most severe in basal ganglia and thalami, and 
involved also cerebral and cerebellar cortex, midbrain and, less severly, pons and medulla 
oblongata. 

Points for discussion: Diagnostic suggestions 


