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CONTRIBUTOR: B. G. Fishkin,. !1. D·. CASE NO. 1 
Veterans Administration Hospital 
Los Angeles, California February 20, 1960 

ACCESSION NO. 10452 
OUTSIDE NO. 6009/113A 

NAME: 
AGE: 

Unknown 
20 SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS : 

FOLLOW-UP: 

Lymph nodes and spleen (autopsy) 

Entry was made to the hospital because of respiratory dis
tress. A sore throat was first noticed associated with 
painful swallowing ten days prior to admission. 

On physical examination, the temperature was 103°; pulse 
115; respiration 32; and blood pressure 130/84. The tonsils 
were greatly enlarg.ed, inflame:di. and ulcerated. The cer
vical lymph nodes, as l·Jell as the axillary and inguinal 
lymph nodes, were markedly enlarged. Because of generalized 
abdominal tenseness, examination in that area was unsatis
factory. 

Laboratory studies: The peripheral blood revealed a white 
count of 17, 000.. On differential there were 8% bands,] 15% 
neutrophils, and 77% lymphocytes, The majority of the lym
phocytes. were atypical. The heterophil titre was 1:3584, 
after guinea pig absorption it dropped to 1:896, and after 
beef-cell absorption it was 'O'. The urine was essentially 
negative. 

The patient died. 



CONtRIBUTORS: W. K. Bullock, M.D. CASE NO. 2 

ACCESSION NO. 
OUTS IDE NOS • 

NAME: L. E. 

Los Angeles County Hospital 
Louis Zeldis, M.D. February 20, 1960 
University of california, Los Angeles 

106l~7 

59-12862 (LACH); 016-2379 (UCLA) 

AGE: 18 SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

Mesentery lymph node (surgical) 

In October, 1957, this patient was apparently well until 
he was kicked in the abdomen while playing football. 
Following this, he developed generalized aching,, which 
persisted for several days and became increasingly severe. 

Entry was made to the St. Mary's Hospital at Long Beach 
for a duration of two weeks, where a laparotomy was per
formed. A biopsy of the mesentery lymph node showed non
specific granulomatous adenitis. The peripheral blood 
and ~one marrow demonstrated leukemoid reaction. No 
organisms could be demonstrated in any of the material by 
either staining or culture. 

From December, 1957, until May, 1958, he was given Strep
tomycin, INH, and Pyrodoxine. TI1e pain and fever vanish
ed shortly after instituting therapy, but the l-1BC t-Tas con
sistently elevated. 

His condition was much improved until June, 1958, when 
bloating of the stomach,, left-sided abdominal pain, con
stipation, fever, and anorexia occurred. He was hospi
talized at the UCLA Medical Center from September 24, 
1958 until October 18, 1958. The liver was palpated 1% 
finger breadths below the costal margin, and the abdomen 
was acutely tender·. 

The hemoglobin was 11.3 grams. Corrected sedimentation 
rate was 31. ; HBC was, 38,600 with 84% segs, 2% bands,, 1%, 
eosinophils,, 5% lymphocytes, and 8% mononuclears. The 
platelets were adequate. Febrile agglutinations were 
negative, and blood cultures were sterile. 



Case No. 2 
Accession No. 10647 

~ 2 - February 20, 1960 

SURGERY: 

GROSS 
PATHOLOGY : 

CLINICAL 
COURSE: 

The second exploratory laparotomy on October 4, 1958, 
disclosed a large mass in the root of the small bowel 
mesentery. This 5 x 6 em. mass was composed of large, 
succulent, acutely and chronically inflamed lymph nodes. 
The central portion was somev1hat necrotic and caseous .. 
The loops of the bowel were covered with a purulent 
exudate. A biopsy was made of the inflamed mesenteric 
lymph nodes. Because of duodenal stasis and spasm in 
the upper jejunum, a posterior gastrojejunostomy was 
performed. 

The lymph node. measured 1.4 x 0.7 x 0.3 em. 

Cultures from the abdominal lymph nodes were negative 
for tuberculosis. The clinical diagnosis, was granule~ 
matous inflammation, consistent with tuberculosis. 

After discharge, the anti-tuberculosis therapy, which. 
consisted of Streptomycin, 0.5 grams IM three times 
w·eekly, 100 mg. INH t. i. d. , and 50 mg. Pyrodoxine t. i. d. , 
was continued. 

The patient returned to the UCLA hospital on December 
15, 1958, with complaints of' lassitude, lethargy, and 
icterus of two weeks' duration. The liver was 2 em. 
belm·1 the right costal margin. The A/G ratio -,;qas 2.2/4.3, 
thymol turbidity 6.7, and bilirubin 3 mg.% with the 
direct, 1.36 mg.%. 

The clinical impression was viral hepatitis vs. PAS toxi
city, so subsequently the PAS was discontinued. His con
dition improved, so on discharge, he was maintained on 
s,treptomycin and INH. 

The third admission to UCLA was from January 27, 1959 
unti l February 7, 1959, because of' gastro-intestin~l 
bleeding. The stools had been black for three days 
prior to entry, and he was weak and debilitated. There 
was slight abdominal tenderness and mild hepatomeglia, 
and the stools1 contained occult blood. After 5 units, 
of blood his hematocrit was stabilized at 40, and he 
was, discharged 't~ith a clinical diagnosis of probable 
bleeding marginal ulcer. The anti-tuberculous therapy 
was continued . 



Case No. 2 
Accession No . 10647 

- 3 -

February 20, 1960 

On July 28 , he presented himself t:o the emergency room 
because of left upper quadrant, abdominal pain, fever, and 
anorexia. Hbile in the emergency room he became belliger-· 
ant and was transferred to the Los Angeles County Hospital 
for psychiatri c evaluation. 

On physical examination, there were a few· lymph nodes in 
the submandibular· and cervical areas. There was rebound 
tenderness aad guarding of the left upper quadrant. It 
was felt that the disease was non-tuberculous in origin 
so the INH and Streptomycin ~·1ere withdrawn. 

The peripheral blood and bone marrow manifested a leukemoid 
reaction with a left shift. The following skin tests were 
perfo~;ned and all were negative: Histoplasmosis, Brucel
lergin, PPD I and II, and Coccidioides. Needle biopsy of 
the liver showed non-specific, acute inflammatory changes, 
but barium was adherent to the lining cells. The Sabin, 
methyl-blue dye test was 1:512. The L.E. preparation was1 
negative. 

His course was febrile with temperatures in the 102° and 
104° range. He was acutely ill, with repeated bouts of 
severe abdomina l pain relieved by narcotics and nerve 
blocks. There was an episode. of hemoptysis on August 24, 
which was1 thought to represent acute pulmonary infarc~ 
tion. It subsided. without specific therapy. 

On August 27 ,, 1959, Daraprin and Sulfadiazine therapy 
were instituted. By September 10, !959, the patient was 
asymptomatic, afebrile and was discharged. 



CONTRIBUTOR: C. P'. Schwinn, M.D. CASE NO. 3 
San Antonio Community Hospital 
Upland, California February 20, 1960 

ACCESSION NO. 10694 
OUTSIDE NO. N-709 

NAME: L. B. 
AGE: 55 SEX: Female RACE: Cauc., 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

PAST 
HISTORY:; 

Lymph node and myocardium (autopsy) 

On September 29, 1959, this patient entered the San Antonio 
Community Hospital in a comatose condition. There had been 
a sudden episode of 11fainting 11 followed by cyanosis, dyspnea 
and apnea. The Fire Department instituted resuscitation and 
breathing became regular but the patient remained comatose. 

The physical examination on admission revealed a comatose 
patient not responding to painful stimuli. The heart rate 
was 40 and irregular. The blood preesure was 150/100. Bi
lateral basal ral.zi:i were present. The abdomen was distended 
but no masses ''"ere palpated. The skin was clear, and cyano
sis was described in the circumoral region. There was no 
evidence of trauma. 

The hemoglobin was 12. 5, gm. ; white blood count was 14,500 
'!>lith 88% neutrophilic leukocytes and 12% lymphocytes. 

Her condition improved after 12 hours, when she became alert, 
rational and orientated. She died suddenly 22 hours after 
admission to the hospital. 

Three weeks, previously, entry was made to the hospital for 2.~ 
days because of severe right upper quadrant pain. The pain 
caused her to doubl.e up and fall to the floor, but there, was, 
no loss of consciousness. During the previous several months 
there had been repeated attacks of right upper quadrant pain 
associated with gas, nausea and dizziness. There was no 
jaundice or clay colored stools. At this time the blood pres-· 
sure was 130/90; pulse 36 and regular. Her temperature was, 
100°F. The right upper quadrant was acutely tender and there 
was guarding in that area. There was no jaundice or cyanosis. 

Gallbladder studies showed no evidence of dye concentration, 
and a dense opacity measuring 0.75 em. was seen in the right 
upper quadrant. This was thought to have an appearance of a 
Gohn tubercle in the: right lower lung field . 



Case No. 3 
Accession No. 10694 

February 20, 1960 

AurOPSY 
FINDINGS: 

The chest X-ray showed cardiac enlargement with prominence: 
of hilar areas. EKG was, interpreted as being consistent with 
A-V disassociation (old infarct?). 

The hemoglobin at this time was 12.9 gm.; WBC 6, 700 with 67% 
neutrophilic leukocytes, 27% lymphot.ytes,, 3% monocytes, and 
eosinophils. The urine contained a faint trace of albumin. 

Six weeks earlier, her attending physician had been consulted 
because her blood pressure was 160/90. The blood pressure 
was brought down to 130/80 by means of Serpasil and weight re
duction. 

Eleven years, previously~ she had been hospitalized because 
of dyspnea and orthopnea of three months duration. She later 
developed cyanosis and congestive failure., The blood pressure 
was 120/80. There was auricular fibrillation with a pulse, 
deficit, The patient was digitalized, became compensated 
and was discharged. 

The EKG at this time showed a complete heart block with dis
association of auricles and ventricles. An EKG done three 
months previously (for unknown reason) was interpreted as 
showing a prolonged A-V conduction as seen in acute rheumatic 
fever. 

In the ten years interim, there was no history of angina, 
orthopnea, or congestive heart failure. The patient was a 
Para III who was reported to have had a mild toxemia in one 
of her pregnancies., In the remote past, the urine was des~ 
cribed as containing sugar. There was no history of scarlet 
fever, polyarthralgia, or prolonged, bed rest. 

1. Granulomatous disease of the myocardium,, intra-atrial sep
tum,, lymph nodes, thyroid, uterus, and subpleural pulmon
ary parenchyma., 

2. Pericardia! effusion, minimal. 

3. Fibrous adhesions, pleural,, bilateral apical. 

4. Benign arterial and arteriolar nephrosclerosis. 

5. Obesity . 



CONTRIBUTOR: Leo Kaplan, M., D. CASE NO. 4 
Mount Sinai Hospital 
Los Angeles,, California February 20, 1960 

ACCESSION NO. 10375 
OUTSIDE NO. MS-424-59-B 

NAME: 
AGE: 

V. D. 
51 SEX: 

TISSUE FROM:. 

CLINICAL 
FINDINGS: 

SURGERY: 

GROSS 
PATHOLOGY: 

FOLLOW-UP: 

Female RACE: Cauc. 

Left inguinal lymph node (surgical) 

Entry was made to the hospital because of. a rapidly enlarg
ing, painful mass of the left groin of five days' duration. 
On admission the temperature was 100 and the pulse 80. A 
6 em. tender mass was palpated in the left inguinal area. 
It was considered to be either lymph nodes or a hernia. 
Blood count revealed a hemcglo~in of 11.6 grams with a hemato
crit of 40; white blood count 19,600 with 59% segmented, 7% 
bands, 27 lymphocytes, 1 monocyte, and 6 eosinophils. Urin· 
alysis was negative~ The blood VORL was negative. 

In March, 1959, the tumor mass was excised. 

The mass of lymph nodes. measured 4. 5 x 3. 4 x 2. 4 em. The 
sectioned surfaces were composed of firm, gray-white tissue 
with focal areas of red and yello"t-7. The peripheral areas 
blended with the surrounding indurated fat .. There was one 
large lymph node and severa1 smaller ones in the mass. 

Within four days post-operatively, the temperature returned 
to normal, and when last seen six weeks later the patient 
was asymptomatic. She was questioned at this point about 
her background history, She had been entirely well except 
for the present illness; and at one time she had a penicil
lin sensitivity reaction. The exact circumstances of this 
are unknown, There was no previous lymphadenopathy or 
splenomegalia. The chest X-ray had been negative. There 
was no indication of intestinal parasites and no cutaneous 
lesions, and no history of any infectious process that 
might drain to the inguinal lymph nodes. There was no his
tory of any injected material being used in these areas. 
The slides were studied with special stains, including the 
Brown-Brenn, Ziehl-Neelsen, and Gridley,, and no specific 
organism could be found. 



CONTRIBUTORS: Carter Alexander 2 M.D. CASE NO. 5 

ACCESSION NO. 
OUTSIDE NO. 

NAME: K. K. 

Attending Physician 
Dorothy Tatter, M.n. 
Ethel Young, M.D. 
Los Angeles County Hospital 
Los Angeles, California 

10697 
A-55675 

February 20, 1960 

AGE: 27 SEX: Female RACE: Cauc. 

TISSUE, FROM: 

CLINICAL 
FINDINGS: 

Lymph node (autopsy) 

On August 20, 1956, a critically ill patient was admitt
ed to this hospital with complaints of increasing weak
ness of two years duration, edema of the lower extremitiest 
and productive cough of 14 months duration. Her illness 
dated back to the termination of her third pregnancy in 
June, 195l~ "Y7hen weakness and fatigue, developed and also 
anemia ., The weakness and lassitude persisted. 

During her fourth pregnancy in 1955, there was edema of 
the ankles, and erythema of the feet. This pregnancy 
l-Jas terminated at the seventh month, by a miscarriage. 
FolloHing the miscarriage, the edema and erythema recurr
ed and in addition there' was weight loss and a productive 
cough. 

In July, 1955, ~-1hile on a trip in Connecticut ,aching back 
pains developed. A diagnosis of poliomyelitis was made 
by the attending physician. The treatment was bed rest 
at. home. A month later$ while still in Connecticut )she 
was hospitalized twelve days, for pneumonia and pleurisy. 

In October, 1955 a right submandibular lymph node became 
infected and required incision and drainage on three oc
casions. 

During the interval, the ankle edema, cough and back 
pains became progressively ll1orse. 

In February,, 1956, there was a severe bout of diarrhea 
(15 to, 16 watery stools per day) which was eventually 
controlled by diet. 



Case No. 5 
Accession No. 10697 

- 2 -

February 20, 1960 

Another physician was consulted who detected hepatospleno• 
megaly~ as well as generalized lymphadenopathy. The pa
tient was hospitalized and an exploratory laparotomy was 
performed. Biopsies of the enlarged liver, spleen, and 
abdominal lymph nodes were performed. Later, biopsies 
were made of the superficial lymph nodes. All of these. 
were reported as non-diagnostic. 

Skin tests for coccidioides, histoplasmosis and tuberculo
sis were negative. Chest X-ray revealed fluid at both 
bases and infiltrates "resembling silicosis". A series 
of blood cultures showed no gro"1th. 

She pursued a febrile course with fevers to 1040p which 
failed to respond to terramycin, erythromycin or penicil
lin. Following meticortelone 5 mg. q 6 hours~ there was 
suppression of the fever, but increase in the edema and 
the onset of ascites. Potassium chloride and daily· mer
cuhydrin brought about some diminution of the fluid accu
mulation. She was given 5 units of washed Rbc. 

Six years previously, she was diagnosed as having menin
gococcal meningitis. Previously, she had mumps, measles, 
and pneumonia. 

Physical examination revealed an emaciated, critically 
ill female. Her temperature was 104°F, pulse 108, and 
respirations 24. The blood pressure was 100/0. The 
skin turgor ,;vas poor. There. was deep pigmentation of 
the hands. Firm, non-tender, freely moveable lymph nodes 
were palpated in the posterior cervical, submandibular 
and left axillary regions. Moist rales were present at 
the bases, and there was decreased breath sounds and 
dullness, in the same areas. The abdominal veins were 
dilated. An abdominal fluid w·ave was present. The ex
tremities exhibited 4 t pitting edema extending to the 
knee, and clubbing of the fingers., 

Laboratory findings: Hemogram on the day of admission 
was as follows: Hemoglobin 7,5 gms.; red blood count 2.2 
million; PCV 25 mm.; MCH 3l~; MCB 114; reticulocytes 6 .4% 
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Case No. 5 
Accession No. 10697 

February 20, 1960 

AUTOPSY 
FINDINGS~ 

thrombocytes markedly reduced with large bizarre forms; 
white blood count 6,600 with the following differential: 
polys 45%, lymphocytes 25%, monocytes Z'i., basophil 1%,, 
metamyelocytes 10%, myelocytes 10%, promyelocytes 3%, 
myeloblasts 4%, nucleated red cells 191 per 100, ~me. 
Marked anisocytosis and poikilocytosis with numerous aty
pical normocytes containing large nuclei wi th clumped 
chromatin. 

The. marrow findings were: erythropoietic system was con
spicuously abnormal with many young forms of primitive 
erythroblastic cells. Numerous nucleated rubricytes with 
large nuclei. Also a moderate number of macrophages con
taining from 20 to 50 oval shaped bodies approximately .5 
microns. in diameter. 

carbon dioxide combining power was 24 meq/L, K 4.8 meq/L, 
albumin 2.8 gm., globulin 2.3 gm. 

Hospital course: Three units of washed red blood cells 
were administered to the patient. Respiratory distress 
ensued and the patient expired on August 24, 1956. 

1. Disseminated disease of the lung, liver, spleen, super
ficial and deep lymph nodes, bone marrow, heart, sto
mach and cecum. 

2. Splenomegaly l-Jith focal necrosis. 

3. Necrotizing bronchopneumonia (terminal ). 

4. Gastric ulcers. 

5. Congestive heart failure . 



.. 

CONTRIBUTOR: Hugh Edmondson,, M.D. CASE NO. 6 
Los Angeles County Hospital 
Los Angeles, California February 20, 1960 

·':ACCESSION NO. 10795 
OUTSIDE NO. 58-16536; 61883 

NAME: A. E. 
AGE: 73, SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

Axillary lymph node (surgical) 

This 73 year old Mexican male first entered this hospital 
on December 1, 1958, because of difficulty in breathing. 
His health had been good until two years ago, when unpro
ductive cough was first noted. Subsequently, there was 
a forty to fifty pounds weight loss. For two weeks he 
had been anorexic and unable to eat. Pedal edema had been 
present for one week and subsided following a shot given 
by a local doctor. There was no history of fever or he
moptysis. 

Physical examination revealed an emaciated, chronic and 
acutely ill Mexican male. Blood pressure was 7 5/35; pulse 
76. The pupils were equal and dilated but reacted slowly 
to light. The skin and tongue were dry., Num.=>.rous firm, 
and small lymph nodes were palpa':ed in the: left axilla, 
both epitrochlear areas and in bilstera1 ingu~nal areas. 
The arm about the left elbow sho;v'2d 3+ pitting edema, and 
both lower extremities were edem.:ttous. Hany rales were 
present in the lung fields. The A-P diameter of the chest 
was increased. The. heart sounds were fc:l.nt. There was a 
Grade III systolic and a Grade II diastvlic murmur in the 
aortic areas. The liver Has not palpated but was percuss• 
ed 3 em. below the costal margin. The spleen was not pal
pated. 

The laboratory findings were as follows:, The BUN varied 
from 18-52 mg.%; the total protein was 5.1 gm.%; albumin 
1.7 and globulin 3.4. The hemoglobin ranged from 11 to 
12.9 gm.; red blood count 3., 7 to 3.9 million; leukocytes 
varied from 12,000 to 19,800, with 90% segmented forms, 
5% bands, 3% lymphocytes, 2% monocytes) and an occasional 
myelocyte. Reticulocytes were1 5. 2, anJ thron!Jocytes ap
peared increased. Bone marr.ow examination was requested 
but was not performed. The prothrombin time t,.ras 6u%. 
The blood serology was positive. The Kolmer modification 
of the Wassermann was ++++,, +-H+, ±, negative. The VDRL 
flocculation test was reactive . The chest x~ ray revealed 



- 2 -
Case No. 6 
Accession No. 10795 

February 20, 1960 

SURGERY! 

GROSS 
PATHOLOGY: 

FOLLOW-UP: 

an aneurysmal dilatation of the ascending aorta in the 
region of the arch. of the aorta. The dilatation measured 
15 x 10 em. and calcification was noted in the ascending 
aorta and the arch. The trachea was shifted to the right) 
and patchy infiltrates were present in the right mid-lung, 
field and the right lower mid-lung field. The heart was 
slightly enlarged. EKG showed low vo l tage. 

On December 4, 1958, the left axillary lymph node was 
excised. 

The lymph node measured 3. 2 x 2. 3 x 1 em. and appeared 
encapsulated,, The sectioned surface was homogeneous, 
tan, and contained a few recent hemorrhagic areas ., 

During the hospital course, the patient was critically 
ill and febrile with a temperature to 102°. 

He was1 treated with antibiotic therapy and was given hydro
cortisone intravenously t.rith Oramine in attempt to elevate 
the blood pressure. 

On December 6, he developed a gastro-intestinal hemorrhage 
that was manifested by bloody stools. For two days he had 
black, tarry stools. Subsequently, large ecchymotic areas 
appeared on the left side of the body. There was an epi
sode of urethral bleeding. Because of the dysphagia a 
Levine tube was placed in the stomach and tubal feedings 
were instituted. The decision of treatment, that is,ir
radiation vs. nitrogen mustard, was not made. The patient 
continued to deteriorate and expired on the 27th of 
December., An autopsy was performed . 



CONTRIBUTORS: E. M. Butt, M.D. CASE NO. 7 
Paul R. Thompson, M.D. 
St. Luke Hospital 
Pasadena, California February 20, 1960 

ACCESSION NO. 9887 
OUTSIDE NO. 130-58 

NAME: 
AGE: 

M. Me. 
62 SEX:: Female RACE: Cauc. 

TISSUE FROM : 

CLINICAL 
FINDINGS: 

SURGERY: 

GROSS 
PATHOLOGY: 

Cervical lymph nodes (surgical) 

At the time of routine physical examination in March, 1956, 
the patient was asymptomatic and apparently well. Shortly 
afte~qards, a lump appeared on the r i ght side of the neck . 
A doctor was not consulted until August, and it was not 
until November when a consent for a biopsy was given. 
The pathological diagnosis was inconclusive at that time. 
Subsequently, lumps appeared beneath the right mandible 
which increased very rapidly in size and became painful. 

Physical examination revealed the presence of a mass of 
enlarged lymph nodes in the right neck at the angle of the 
mandible. They extended along the anterior border of the 
sternocleidomastoid. The nodes seemed fairly movable and 
appeared to be deep-seated. The overlying skin was not 
fixed. No other enlarged nodes were found. 

Two years previously, a total hysterectomy and bilateral 
salpingo-oophorectomy were performed for carcinoma of the 
uterus. 

On January 14, 1958, the right cervical lymph nodes were 
resected. 

There were three 
that varied from 
be encapsulated. 
by a homogeneous, 
faintly granular . 

discrete, large, succulent lymph nodes 
2 to 1.5 em. in diameter. All appeared to 
Cut sections shm.red complete replacement 
soft, glistening, white tissue that was 



CONTRIBUTOR: Seymour B. Silverman, M.D. CASE NO. 8 
Memorial Hospital 
Phoenix, Arizona February 20, 1960 

ACCESSION NO. 9732 
OUTSIDE NO. S-2111-57 

NAME: J • D. 
AGE: 42 SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

SURGERY: 

GROSS 
PATHOLOGY: 

Cervical lymph node (surgical) 

A well-defined, firm tumor had been present in the right 
supraclavicular fossa for unknown duration. A smaller 
similar mass was located in the left supraclavicular fossa. 

Laboratory findings revealed a hemoglobin of 15 grams; red 
blood count 5.0 million; white blood count 10,750, with 44% 
segs, 49% lymphocytes, 1% stab, and 2% eosinophils. 

On May 24, 1957, the right neck mass was excised. 

The specimen consisted of two lobulated, encapsulated masses 
that were firm and rubbery. The larger measured 5 x 3 x 1.5 
em. Cut surfaces were composed of uniform, tan, lobulated 
tissue . 



CONTRIBUTOR: Dennis S. Shillam~ M. D. CASE NO. 9 
Huntington Memorial Hospital 
Pasadena, California February 20, 1960 

ACCESSION NO. 10578 
OUTSIDE NO., S-3648-59 

NAME: 
AGE: 

J. A. t-7. 
21 SEX: Female RACE: Cauc. 

TISSUE FR011: 

CLINICAL 
FiliDINGS: 

SURGERY: 

GROSS 
PATHOLOGY: 

FOLLOW-UP: 

Right submaxillary lymph node. 

A small mass was first noticed in the right submaxillary area 
about five weeks ago. It slowly increased in size. Initial 
examination revealed a solitary su~~illary mass 2, em. in 
diameter that was slightly tender, freely movable, and not 
fixed. It was thought to be the right submaxillary salivary 
gland. There was no past history of severe malaise or 
generalized symptoms. There was no evidence of enlargement of 
the lymph nodes, spleen, or liver; and the r~a1nder of the 
physical examination was negative. A peripheral blood count 
was within normal limits. 

On September 5, 1959, the mass was removed. 

The soft,, encapsulated, ogg-shapcd tumor measured 3.5 x 2.5 x 
2.5 em. Sectioned surfaces were smooth,, yellow-tan, luster
less, lymphoid-appearing tissue with a central nodular area 
of necrosis measuring 2 em. in diameter. Focal areas of 
yellow-tan necrosis up to 0.7 em. were also present. Stains 
for acid fast, bacilli and fungi were negative. 

The post-operative course was uncomplicated, except for a 
short period of fatigue. When last seen on December 5, 1959, 
the attending physician stated that the patient was clinically 
well. There were no complaints, and she was actively engaicd 
in the teaching profession. 



CONTRIBU'l'OR: Francis S. Buck, D. 0'. CASE NO. 10 
Los Angeles, County Osteopathic Hospital 
Los Angeles, California February 20, 1960 

ACCESSION NO. 10648 
OUTSIDE NO. A·ll~87, A-9350 

NAME: A. J. 
AGE: 21 SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

Laminectomy (epidural fat) 

The patient. was transferred to the General Hospital following 
three weeks of private hospitalization for an ill-defined 
respiratory infection that did not respond to antibiotic 
therapy. The, work-up for tuberculosis in the private hospital 
had been reported as negative. The patient was born in Yugo
slavia, moved to Austria in 194ll-, and finally to Southern 
California in 1952. 

At the age of ten he was hospitalized for three months for 
tuberculosis and then 't·7as in the sanatorium for one year. The 
present complaints were interscapular pain, fever, and cough, 
all of approximately tv1o months' duration, The patient was 
febrile 't<With temperature ranging from 98° to 105°'. '!he breath 
sounds' were slightly decreased, and there was diminution in 
expansion of the left thorax. There were no palpable lymph nodes 
or organs. Neuro,logical reflexes were considered physiological. 

Chest X-ray showed slight irregularity and elevation of the left 
diaphragm. There was pleural effusion and extensive pleural 
thickening. The mediastinum was some~<J'hat l-lidcned. Blood count 
va1·ied from 14,0001 to 35,000 with the predominance of mature 
neutrophils., Hematocrit averaged 38 rnm. l'ri.th a hemoglobin of 
11.3 grams. Sedimentation rate was markedly elevated. Extensive 
bacteriological studies of the sputum, gastric washings, urine, 
pleural fluid, blood, spinal fluid,, and stools revealed no 
significant findings. The more common serum agglutination tests 
were negative. A methylcne~blue dye test was also negative. 
The spinal fluid contained 160 mg.% protein, but all other find
ings were normal, Skin test for tuberculosis was positive but 
was negative for coccidioides and histoplasmosis. 

On the twenty-fifth hospital day, the patient complained of 
inability to move the lower extremities. Neurological examina-· 
tions revealed a flaccid paralysis of lower extremities with 
bilateral ankle clonus and positive Babinski signs. There was 
hypoasthesia of the lower extremities and trunk. Urinary 
retention developed. t1ye·lograms demonstrated complete spinal 
block from the level of the third thoracic vertebra to the 
eighth. X-rays showed no definite bony pathology, but there 
was increase in the paraspinal shadows . 



Case No. 10 
Accession NO. 10648 

- 2 - February 20, 1960 

SURGERY: In October, 1959, surgical exploration of the spine revealed 
extensive, diffuse, scar-like thickening of the epidural tis
sue, 



CONTRIBUTOR: B. G. Fishkin, M.D. CASE NO. 11 
Veterans Administration Center 
Los Angeles, California February 20, 1960 

ACCESSION NO. 10710 
OUTSIDE NO. B2453-59 

NAHE: T.o. 
AGE: 29 SEX: Male RACE:, Cauc. 

TIS SUE FROM: 

CLINICAL 
FINDIHGS: 

SURGERY: 

Retroperitoneal and cervical lymph nodes (surgical) 

TI1ere was a history of low back pain dating back to 1946 when 
the -patient was in the Army in It:sJ.y. Beginni.n.g in October, 
1959 there was a succession of ho8pital, sdrr1isoions to various 
Veterans Administ:tation institutions in Mih\'aukee, Reno and 
San Francisco. Because of continuous back pain) a laminec~ 
tomy for herniated nucleus pulposus was perfot1ned and followed 
by a spinal fusion. Subsequently, a portion of the bone graft 
was removed because th~re was tho•.tght to be scar>·ing and im
pingment by adhesions on the corda equina. The symptoms more, 
or less persisted until the present, with bed rest offering 
most relief. 

The final admission was to the "Tadsworth Hospital on May 15, 
1959 with, the usual complaint of lo~v back pain, which was 
treated conservatively. 

During hospitalization, recurrent abdominal pain and anorexia 
developed, as ~~ell as, a spiking temperature. G. I. studies 
and IVP were negative. 

The ir.itial laboratory studies showed a WBC of 12, 200 with 
82% neutrophils. The hemoglobin was 12.8 grams and the hema
tocrit, 40., Platelets were adequate. The bone marrow aspira
tion l\'as non-diagnostic with some erythroid hyperplasia. 

On June 5, 1959, a laparotomy was performed. There. were 500 
cc. of free milky fluid in the abdomen. On the mesentery of 
the mid-ileum, there were accumulations of large nodes, some 
measuring up to 4 em. At the origin of the superior mesen~ 
teric vessels, there was extensive involvement of lymph nodes 
which matted together forming a 10 x 6 em., mass. A biopsy 
of one of these nodes \-las performed, and on June 22, 1959 a 
cervical lymph node was excised. 



CONTRIBUTOR: Emmett B. Reilly, M.D. CASE NO. 12 
Orange County General Hospital 
Orange,, California Febr.uary 20, 1960. 

ACCESSION NO. 10775 
OUTSIDE NO. S-1286-58; A-305-58 

N.A..">1E: J. H. 
AGE: 48 SEX: Male RACE: Cauc. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

LABORATORY 
FINDINGS: 

SURGERY: 

Right axillary lymph node (surgical) 

The patient, on August, 17, 1958, fell while at work. He was: 
treated first by a chiropractor, then by his, local physician 
without benefit. It was noted that there was anemia, and 
abnormal cells in the peripheral blood. 

At the time of admission to Orange County· General Hospital, 
October 16, 1958, his only complaint 't>Jas of continuing pain 
in the left hip area. Physical examination revealed a well 
developed, well nourished Spanish-American male in no acute 
distress, well orientated and co-operative. The gums were 
pale but not hypertrophied. A 4 x 4 em. hard node was pal
pated at the apex of the right axilla. There was no cervi
cal lymph node enlargement, but there were a few shotty 
inguinal nodes. A non-tender spleen was palpated 2-3, em. 
below the left costal margin at the mid-clavicular line. 
Both lower extremities showed disuse atrophy, more marked 
on the left. There was considerable pain. and tenderness, 
in the lower lmabar area. Straight leg raising was impos
sible beyond 45° on the left. On the right straight leg 
raising was possible to 60° ., The reflexes, were normal. 

The hemoglobin was 8.0 ;, hematocrit, 28; 5 normoblasts per 
100 WBC. The l-1hite blood count was 9, 850, polys 62% in
cluding 1 myelocyte, 4 metamyelocytes,, 6 stabs, lymphocytes 
37% and monocytes 1%. The platelets were normal. Urinaly
sis and serology were negative. The direct bilirubin was 
0. 3, the indirect , 0. 2. Coomb' s1 test was negative.. X- rays 
of the chest were normal. Bone survey, including lumbo
sacral spine, skull, pelvis, and both hips, showed only a 
moth eaten area in the wing of the left ilium. Bone. marrow 
from the region of the osteolytic lesion described on X-ray 
contained abnormal cells. Peripheral blood revealed defi
nite left shift . 

On October 18, 1958, the right axillary lymph node was 
biopsied . 



CONTRIBUTOR:· L • .J. Tragerman, M.D. CASE NO. 13 
679 South Westlake Avenue 
Los Angeles 5, California February 20, 1960 

ACCESSION NO. 1784 
OUTSIDE NO. B•5493-50 

NAME: 
AGE: 

A. B. 
37 SEX:. 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

SURGERY: 

GROSS 
PATHOLOGY: 

FOLLOW- UP :, 

Female RACE: Cauc. 

Tumor of the neck (surgical) 

A lump had been located in the neck for· three years with no 
apparent change in size until t'ro months ago, lvhen it doubled 
in size. There was also a history of arthritis and arthral
gia; and the patient stated that when the arthritis was more 
severe, the tumor "Tas more prominent. 

Physical examination revealed a freely moveable tumor just 
below the lo-v1er border of the right mandible. 

Laboratory findings. were as follows: White blood count 3,800, 
with 45% polys, 50% monocytes; no immature cells were noticed. 
Hemoglobin 12.9 grams; red blood count 4,01 million. 

On December 20, 1950, the tumor was excised, It was located 
beneath. the platysma, in the lower portion of the submaxil-· 
lary triangle and was not infiltrating., A second similar 
but smaller mass was located posteriorly. No other masses 
were noted. 

The circumscribed, encapsulated mass was somewhat lobulated 
and measured 2.3 em. in its greatest diameter. Cut surfaces 
were moderately firm, fleshy, and faintly yellow-tan to 
brown. 

Submitted separately was, a small lymph node that was grossly 
normal. 

The patient was last seen by the local surgeon in April, 
1951, with no indication of recurrent tumor. At that time 
she was preparing to leave for Brazil, and no further word 
has been received from her. 



I 

CONTRIBUTOR: ~oJ. K. Bullock, M, D. CASE NO. 14 
Los Angeles County Hospital 
Los Angeles, California February 20, 1960 

ACCESSION NO. 2073 
OUTSIDE NO. 51-2822 

NAME,: P •. S. 
AGE: 60 SEX: Male RACE: Cauc. 

TISSUE FROM; 

CLINICAL 
FINDINGS: 

Stomach (surgical)., 

On February 20, 1951, entry was made to the County Hospital 
for the sixth time because of recur.rent nausea and vomiting. 
The present episode started three months previously when epi
gastric distress and pain occurred follotr7ing meals. The pain 
was relieved by drinking milk, e,:~.t::l.ng food~ or taking Pepto
Bisciol. The pain usually occurr.e~ one and one-half hours after 
meals and was not associated "iJith hematemcsis or melena. 
Vomiting httd been present for a few days; and entry was made to 
the hospital because of increasing weakness and, a rather marked 
weight loss. 

In 1938, laparotomy and closure of a perforated gastric ulcer 
was performed at Unit II. 

The first hospital admission to Unit I \'lns in August, 1940, 
because of marked umbilical pain, nausea, but no vomiting. 
A gastro-intestinal series demonstrated a pyloric peptic 
ulcer; and during the hospital stay, there was an episode of 
melena. He improved on conservative therapy. In 1941, he was 
treated for pneumonia which responded promptly to antibiotic 
therapy. On February 16, 1942, recurrent nausea and vomiting, 
associated with weakness, prompted his fourth entry to the 
hospital. The upper gastro-intestinal series showed gastric 
dilatation and pre-pyloric constriction. He was again given 
conservative therapy and "t-7as discharged on, the so-called ulcer 
regime. 

On April 30, 1943, he was again hospitalized for two weeks 
because of nausea and vomiting, weight loss, and fatigue. 
Gastric analysis was performed for the first. time and showed 
increased amounts of both total and free HCL with 80° of free 
HCL and 80° of total HCL in the 60-minute specimen., He res
ponded again to conservative therapy. Surgery was discussed 
but not performed. 

Physical examination revealed a cachectic, thin, 60-year-old 
male., The skin was covered "71th tattoos. The blood pressure 
was 115/70, and the pulse 76. Matted, non-tender lymph nodes 
were palpated in the right inguinal area, but none were found 
elsewhere, including the supraclavicular fossa. A healed 
surgical scar was located in the upper portion of the abdomen 
in the midline. There was moderate tenderness in the epigastric 



• 

Case No. 14 
Accession No. 2073 

- 2 - February 20, 1960 

SURGERY: 

GROSS 
PATHOLOGY: 

FOLLOW-UP: 

areas and in the left upper quadrant. The hemoglobin was 
14.5 grams; white blood count 12.800 with 70% polys; and the 
stool was negative for blood. An upper gastro-intestinal 
series revealed findings that were considered compatible with 
those of inflammatory changes and with peri-antral and duodenal 
inflammatory masses and adhesions. It was impossible to 
ascertain whether the pathology was confined to the antrum or 
duodenal pulp. Neoplasm could not be excluded. 

On March 19, 1951, a subtotal gastrectomy, with removal of 
seven-eightb of the stomach, and gastro-jejunostomy were per
formed. Numerous large lymph nodes were encountered in the 
mesentery, and one was biopsied. 

The stomach meaeured 12 em. along the lesser curvature and 
23 em. along the greater curvature, In the mid-portion of 
the lesser curvature was a flat, 2 em. ulcerated area with a 
3 em. area of surrounding induration. The attached segment 
of duodenum was 5 em. in length and had a large pseudodiver
ticulum toward the lesser curvature side. Numerous firm nodos 
were located in the mesentery and the gastro-hepatic omentum. 
Some measured up to 2.5 em. 

The patient did well following surgery and was discharged on 
April 3, 1951 • 



CONTRIBUTOR: Doris L. He~an, M.D. CASE NO. 15 
Los Angeles County Hospital 
Los Angeles, California February 20, 1960 

ACCESSION NO. 10620 
OL~SIDE NO. 59-13608 

NAME: 
AGE: 

W. H. 
65· SEX: 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

SURGERY: 

Male RACE:· Cauc. 

Conjunctiva (surgical) 

This patient entered the hospital for the1 second time on 
September 29, 1959', because of the presence of a mass in 
·each .eye.: The growth located in the corner of the con~ 
junctiva of the right eye 1·1as first noted ten months ago. 
It was associated with a gr~tty sensation and pus forma~ 
tion, as well as intermittent blurring of vision. A 
smaller lesion Has located in the left eye. · 

One month previously t he patient had been hospitalized on 
the Genito-urinary S'ervice because of acute urinary reten
tion of fouz: days' duration.. He gave a history of having 
"broke his back 11 in 1931; and at the time of injury had 
urinary retention for three weeks. Since that period 
there had been intermittent episodes in which he found it 
necessary to catheterize himself. During his hospitaliza
tion, the retention \vas relieved by indwelling catheteri
zation, Sitz bath, and antibiotic therapy. 

In 1916, he acquired s.yphilis and was treated with 606 
and "hip shots". 

Physical examination revealed the following: Blood pres
sure 168/80; pulse 80. Vision in the right eye was 20/30 
and in the left eye 20/60. A firm, pink mass 2 x 1.5 em, 
arose from the inferior and lateral aspect of the cul de 
sac OD. A similar 1 x 1 em. mass was located in the left 
eye. The tonsils were 2+ enlarged. A 3 x 4 em. mass was 
palpated in the right axilla and a 2 x 2 d.n. the. left;. ... 
The posterior cervical lymph nodes were enla.rged, 

The hemoglobin was 12 grams; BUN 12 mg.%; and acid phospha
tase 1.8 units. The chest X-ray revealed hyaline lymphadeno
pathy. The IVU was normal, and an esophogr~ was interpre
ted as showing a space-occupying mass in the hypopharynx. 

On October 2, 1959, the right subconjunctival mass was 
biopsied . 



l 

CONTRIBUfOR: George Hummer, M.D. CASE NO. 16 
St. John's Hospital 
Santa Monica, California February 20, 1960 

ACCESSION NO. 10656 
OUTSIDE NO. W0-58-10327; S-5587-58; A-133-59 

NAME: P. S, 
AGE: 42 SEX: Female RACE: Cauc. 

TISSUE, FROM:. 

CLINICAL 
FINDINGS: 

Skin, left thigh (surgical); Lymph node (autopsy) 

The first admission to the hospitall was on November 7, 1954 
for treatment of rectal bleeding due to protruding, hemor
rhoids. 

At the time of the second admission on March 5, 1958, a 
basal cell epithelioma was excised from the skin of the 
left cheek. 

Three weeks prior to the third hospitalization on November 
30, 1958, the patient insisted that an insect had bitten 
her on the left thigh while walking on the beach. The 
site was immediately examined and a red, swollen area was 
noted. Because this skin lesion was essentially unchanged 
three weeks later, at a routine physical examination, a 
biopsy was made of the skin lesion by a Dermatologist. 
On the following day the bone marrow was examined and re
ported as essentially normal. 

The patient pursued an uneventful course until the spon
taneous. appearance of a second lesion on the skin of the 
scapula several months later. The blood picture at this 
time was normal. 

About five weeks later a hypochromic anemia was noted. 

The final admission was on August 20~ 1959. The complaints 
were nausea, vomiting, diarrhea and weight loss. The 
axillary and supraclavicular lymph nodes were mildly enM 
larged. A repeat bone marrow biopsy revealed erythroid 
hyperplasia. 

The patient later developed ascites. Two liters of fluid 
were removed by paracentesis and examined for cell mor
phology. 



- 2 -

Case No. 16 
Accession No. 10656 

February 20, 1960 

AUTOPSY 
FINDINGS: 

The physical condition of the patient deteriorated and 
she expired on November 11, 1959. The treatment during 
the course of the illness had consisted of blood transfu
sions, irradiation, and phosphoamide ·chemotherapy. 

There was tumor involvement of the peritoneum; loops of 
intestine; gallbladder and abdominal lymph nodes with 
ascites (1500 ccs.), and severe cachexia. 



CONTRIBUTOR: Harry J. Sacks, M.D. CASE NO. 17 
Cedars of Lebanon Hospital 
Los Angeles, California February 20, 1960 

ACCESSION NO. 10698 
OUTSIDE NO. A-57-55 ,, 2865-55 

NAME: 
AGE: 

P. S. 
20 SEX: 

TISSUE FROM: 

CLINICAL 
FINDINGS: 

Male RACE: Cauc. 

Cervical lymph node (surgical) 

The patient was admitted to the Cedars of Lebanon Hospital 
on February 18,, 1955, with the following history : 

Four years previously there was a known nasal passage tumor 
that was thought to be adenoids. Removal was recownended, 
but the patient declined to have this done. His health re
mained excellent until three months prior to this admission, 
when swollen eyelids first occurred. A doctor examined him 
and told him there was a growth in the nose. A week later 
the right side of the neck ~vas swollen, and X-ray treatments 
to the neck were given to the patient at the City of Hope. 
After treatment, there was regression of the swelling. Two 
months ago, there was weakness and fatigue associated with 
nausea and vomiting. Three weeks, ago,, anorexia and weight 
loss occurred. The weight dropped from 135 pounds to 115 
pounds. A week ago, there were episodes of epistaxis from 
both nostrils. Dark urine was also present but first no
ticed about three weeks before, admission. There was 
icterus and the appearance of subcutaneous tumor nodules 
over the suborbital ridge at several points on the face. 

On physical examination, many lymph nodes were palpated in 
the cervical chain in the right submandibular area and in 
the supraclavicular area. Examination of the rest of the body 
revealed nodes only in the left inguinal area. The chest was 
negative. The liver was palpated two finger breadths below 
the costal margin. The spleen was not palpated, 

Laboratory studies revealed a, white count ranging from 4, 500 
to 6,000, with a marked shift to the left in the granulocytic 
series. The differential was as: follows: 5% polys with 28% 
stabs; 13% metamyelocytes; 3% myelocytes; 10% monocytes; 19% 
lymphocytes. A rare blast cell was encountered in the peri
pheral blood. There were 7 nucleated red cells per 100 white 
cells, and a moderate degree of anisocytosis. The red blood 
count was 2. 38 million with 5. 6 to 6 grams, of hemoglobin. 
The reticulocyte count varied from 1. 7 to' 4%. The total 



- 2 -

Case No. 17 
Adeess1on No. 10698 February 20, 1960 

SURGERY: 

GROSS 
PATHOLOGY: 

bilirubin loJas 11. 3 mg.%, ~ith the direct bilirubin comprising 
8.2 mg.%. Thymol turbidity was 1 unit, The cephalin floccu
lation was 3+ in 48 hours. The prothrombin time was lOOi~ 
Coomb 1 s test was negative. A bone marrol.r expiration was per
formed and abnormal cells encountered. 

A lymph node from the posterior cervical chain was excised 
on November 24, 1954. 

The mass of reddish-brown tissue measured 2 x 1.5 em. and 
appeared encapsulated. The cut surface was mottled brown 
and white . 



. . 

CONTRIBUTOR: George J. Hummer, H.D. CASE' NO. 18 
St. John's Hospital 
Santa Monica, California February 20, 1960 

ACCESSION NO. 10615 
OUTSIDE NO. A-80-54 (autopsy); B434-53 (surgical) 

NAME: 
AGE: 

R. DeC. 
67 SEX: Male RACE: Cauc. 

TISSUE FROM: Lymph node (surgical); Spleen and bone marrow (autopsy) 

CLINICAL, 
FINDINGS: 

The first hospital admission was on May 11, 1953, because of 
increasing fatigability since January, 1953. There were oc
casional febrile bouts and frequent night sweats. A local 
M.D. was consulted and found the patient to be anemic with 
enllargement of the cervical, axillary, and inguinal lymph 
nodes, and the spleen. 

Physical examination revealed the pallor of anemia and a 
blood pressure of 140/80. The liver edge tvas palpated two 
finger breadths below the costal margin, and the spleen was 
down from two to three finger breadths. There was mild to 
moderate lymphadenopathy of the cervical, axilllary and in
guinal regions. 

Blood cultures and urine cultures were negative. Uric acid 
was 4. 5 mg.%. Hemoglobin varied from 7' to 12 grams during 
the course of illness. The total 1vhite count fluctuated 
from 6,000 to 30,200, with an average appearance of approxi
mately 50% eosinopb.ils,, but with a high level of 75% eosino
phils. On peripheral smears, the majority of eosinophils 
had segmented nuclei, but myelocytes and metamyelocytes 
were frequently identified. Many exhibited cytoplasmic areas 
vacant of granules. A marrow aspiration and lymph node 
biopsy were performed .. 

Hospital course was characterized by occasional bouts of 
fever; and on August 10, 1953, there was an episode of mild 
congestive heart fai llure. A course of nitrogen mustard was 
given at one time during his i ] lness. 

On May 27, 1954, there was a sudden onset of right chest 
pain and dyspnea suggestive of pulmonary embolus. Several 
days previously there was edema of the left leg and leg 
cramps. Chest X-ray revealed right pulmonary infarction. 
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Case No. 18 
Accession No. 10615 

February 20. 1960 

AUTOPSY 
FINDINGS: 

The patient expired the following day. approximately one 
year after the first hospital admission. The patient had 
received a total of 101 blood transfusions during the 
course of illness. 

The autopsy revealed the following; 

1. Blood dyscrasia; 

2. Right pulmonary artery thrombosis with infarction 
and atelectasis of the right lung} fibrinous 
pleuritis and hydrothorax (hepatomegaly 3000 grams) 
splenomegaly 1000 grams); 

3. Generalized lymphadenopathy; and 

4. Transfusion hemosiderosis of liver~ spleen} and 
lymph nodes . 



CONTRIBUTOR: Richard D. Lewis, M. D. CASE NO. 19 
Huntington Memorial Hospital 
Pasadena, California February 20, 1960 

ACCESSION NO. 10617 
OUtsiDE NO. AU-176-59 

NAME: V. L. 
AGE: 67 SEX: Female RACE: C'auc. 

TISSUE FRO'H: 

CLINICAL, 
FINDINGS: 

Lymph node and spleen. 

The patient spent much of her adult life in India as a mission
ary. A prolonged illness of at least 29 years' duration began 
in 1930, when definite splenomegaly was first noted. No ab
normality was demonstrated in the blood count, and no etiology 
was established. An appendectomy in 1932 was complicated by 
pulmonary embolism. A normal pregnancy occurred in 1936. 

In 1938·, blood abnormalities ~vcre first detected (hemoglobin 
19, 2. gm. %, red blood count 6,540,000/cu. mm., white blood 
count 9,700/cu. mm. with 83% neutrophils). Small veins of 
the face were quite prominent, The spleen extended well belotv 
the umbilicus, and the liver seemed slightly enlarged, 

Occasional venesection was the only therapy employed for several 
years, and at the end of four years, hemoglobin values were 
nonnal without venesection. In 1943, the hemoglobin was 14.2 
gm .. % and red blood count 4,940,000/cu. nun. On several occasions 
a white. blood count of 13,000 to lt~,OOO/cu. mm. was reported 
without. immature cells. 

In 1949, anemia was first recognized (red blood count 2,400,000/ 
cu. mm.), and it did not respond to iron, liver, and B 2 therapy. Transfusions were given at irregular intervals over 
a seven-year period to maintain the red count at values over 
3,000,000/cu. mm. In May, 1955, cortisone therapy was begun, 
lvith a change to prednisone in a few months; and this therapy 
continued until death four years later. Occasional transfusions 
were required during this period. 

In June, 1956, the patient was thoroughly studied at the 
University of California in Dr. Lawrence'· s department. Some 
of the many results of tests were as follows: Red blood count 
3,000,000/cu. mm. 'tvith many abnormal forms; Reticulocyte count 
2. 3%;, Platelet count 250,000/cu. mm. with abnormal forms; 
White blood. count 8, 700/cu. mm. with occasional metamyelocytes 
and myelocytes noted. Bone marrow aspiration showed focal 
erythroid hyperplasia; but there was. marked difficulty in ob
~aining particles. Uric acid was 10.4 mg.%; Serum protein: 
Albumin 4.3 and Globulin 2.4 gm.%. The P blood volume 
studies showed a total red cell volume o£3233.1 cc/kg. (normal 
24-·33), plasma volume 88.4 cc/kg* (normal 70·170), and it was 
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LYMPHATIC SYSTEM TUMORS 

and 

PSEUDO TUMORS 

February 20, 1960 

CASE FOLLOW -UPS AVAILABLE 



February 20, 1960 

ACCESSION NO. 10375 CASE NO. 4 

FOLL0\·1-UP: lllien last seen by her attending physician on January 12, 1960, 
there were no symptoms or signs of disease. There was no local 
or systemic S)~ptomatology. The patient was afebrile and had 
gained weight. The examination was essentially normal without 
lymphadenopathy, splenomegaly or hepatomegaly. The blood pres
sure was 120/80. A recent blood count and urinalysis ) as well 
as stool studies and chest X-ray were reported to be entirely 
negative . 



February 20, 1960 

ACCESSION NO. 10795 CASE NO , 6 

FOLLOW-UP: 

PRIMARY 
ANATOMICAL 
DIAGNOSES: 

I. Tertiary syphilis (Positive serology) 

A. Cardiovascular syphilis 

1. Aneurysm, ascending aorta 
(size 27 em. in circumference) 

2. Cardiac hypertrophy and dilatation, 
moderate 

3. Congestive heart failure 

a. Congestion of viscera 

b. Bilateral hydrothorax and 
ascites 

B. Lymphadenopathy (?) 

II. Bronchopneumonia with organization 

III. Pancreatic fibrosis 

IV. Gastro-intestinal bleeding - source undetermined 



February 20, 1960 

ACCESSION NO. 9732 CASE N0.8 

FOLLOH-UP: The patient received X-ray irradiation therapy to the neck 
area during the month following surgery. The last report 
dated December 19, 1957 stated that repeated examinations 
following this disclosed no enlargement of liver, spleen or 
other lymph nodes . 



February 20, 1960 

ACCESSION NO. 10648 ~SE NO. 10 

FOLLOW-UP: The patient expired on October 17, 1959. Autopsy disclosed 
left pleural effusion, marked elevation and thickening of 
the left parietal pleura to a maximum width of 2 em. There 
was paravertebral and posterior mediastinal infiltration of 
tumor, enlargement of the left supraclavicular and lower an
terior cervical lymph nodes with extension into the left 
lobe of the lung. The spleen weighed 375 grams and exhibited 
gross nodules of gray tumor. The majority of the abdominal 
lymph nodes and superficial lymph nodes were not enlarged . 



February 20, 1960 

ACCESSION NO. 10710 CASE NO. 11 

FOLLOW-UP:: Following the initial surgery, peripheral lymphadenopathy 
developed and the abdominal pain became persistent. 

Nitrogen mustard therapy was instituted with initial res
ponse, both clinically and symptomatically. The WBC dropped 
to leukopenic level (1,000) and the hemoglobin to 6 grams. 
The bone marrow aspiration sh0\>7ed a very hypoplastic marrow 
which was compatible with heavy irradiation or nitrogen 
mustard therapy. 

There was regression of most of the lymph nodes, as well as 
of the abdominal mass. However, in July, recurrent lymph
adenopathy was noted. Accordingly, he was given a course 
of x-ray irradiation therapy. 

Supportive therapy, such as whole blood transfusions were 
employed, and on August 28, a second course of nitrogen 
mustard therapy was given. On September 18, 1959, X-ray 
irradiation was administered to the left chest because it 
was felt that there were infiltrative lesions in the left 
costal, sternum. Responses to therapy were generally tran
sitory. 

His course was one of progressive and generally rapid de
terioration, and he was febrile most of the time. Termi
nally, he developed pneumonitis at the right base; urinary 
tract infection; a partial small bowel obstruction; and 
generalized lymphadenopathy. 

In spite of all measures, he expired on October 4, 1959. 

The autopsy disclosed: 

1. Neoplastic involvement of skin; heart; spleen 
(650 grams);liver? (2600 grams); lymph nodes 
(both superficial and deep); loops of ileum 
and jejunum;, lung; ·vertebra?; calvarium; and 
stomach? 

2. Bronchopneumonia and hydrothorax. 

3. Fibrosis and old hemorrhage of dura in the 
distal portion of the cauda equina. 



February 20, 1960 

ACCESSION NO. 10775 CASE NO. 12 

FOLLOW-UP: The patient was treated with blood transfusions, prednisone 
and antibiotics. He continued a progressive course of deteri
oration and expired on November 5, 1958. 

Autopsy revealed: 

1. Neoplastic involvement of ileum; ribs; vertebra; 
liver; lymph nodes, especially pancreatic; lungs; 
both kidneys; stomach; peritoneum; subcutaneous 
tissue; and mesentery, Many of the tumor nodules 
were hemorrhagic. The spleen weighed 130 grams 
and contained no tumor nodules. 

2. Bronchopneumonia. 



... 

February 20, 1960 

ACCESSION NO. 2073 CASE NO. 14 

FOLLOW-UP: The patient was seen in the Follow-Up Clinic twice a month , 
and on most visits there were complaints of anorexia and 
nausea, but no vomiting. On June 16, 1951, he was admitted 
to the hospital in acute respiratory distress with complaints 
of cough and exertional dyspnea for the previous three 
months. The temperature was l01°F ., and the pulse was 100. 
The left lateral chest was dull to percussion, and fine rales 
were present. The fingers and toes exhibited marked clubbing. 

The NPN was 75 mg.%. A chest X~ray was ordered but no report 
was shown on the chart. The sputum was cultured for bacteria . 
and acid fast bacilli with .negative results. The patient res.
ponded to, antibiotic therapy and was discharged on August. 1, 
1951. 

The patient's final admission to the hospital was on February 
1, 1952, for continued weight loss and fatigue. The only 
gastro-intestinal symptoms at that time 11ere grossly bloody 
stools on occasions. There Here no more complaints of short
ness of breath or cough. He was malnourished. The chest 
was clear. The rectal examination was negative. No lymph 
nodes or masses. were palpated. 

The. hemoglobin. was 8. 5. The stools h~,t·3f occult blood. 
The NPN was 29 mg.%. The barium enema showed minor irre
gularities in the sigmoid, but no obstruction . An upper 
GI series showed a normally functioning gastro-enterostomy 
with no evidence of active pathology. The chest X-ray 
showed overexpansion, but othe~~ise normal. Blood and 
serology were negative. 

The patient's condition improved after five weeks of con
servative therapy which consisted of a soft diet, pheno
barbital and atropine. He was discharged on March 7 ,, 1952. 
The clinical diagnosis was possible marginal ulcer. 

He was last seen :tn the Out~patient Department two lveeks 
later 't~ith complaints of fatigue. 

The last inforwAtion was received from the Veteran's Ad
ministration, stating that the death certificate showed 
that the patient expired on January 17, 1954, at Gasa Loma 
Sanitarium, San Luis Obispo, California. The cause of death 
was stated to be pulmonary tuberculosis. Autopsy was not 
performed. 

This case was presented at a. State Conference on May 12, 1951. 
Votes at. that time were:: Hodgkin's, 25; fibrocarcinoma, 1; 
mucoid carcinoma,, 1; reticulocytoma, 1 . 
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ACCESSION NO. 10620 CASE NO. 15 

FOLLOW-UP: The patient was referred to the Radiology Department for 
X-ray irradiation therapy. He was given treatments five 
days a weel~, from October 12, 1959 to December 7, 1959. 
The eyes, bilateral axillary areas, bilateral inguinal and 
cervical lymph nodes were irradiated. By November 5, both 
conjunctival masses had disappeared. During the course of 
therapy, the patient complained of intermittent nausea and 
vomiting but had no other symptoms. 

When the patient was last seen on January 10, 1960, the 
only palpable lymph node was a small one in the left epi
trochlear area. 

At the last clinic visit, the hemoglobin lvas 11.5 grams. 
The white blood count was 4,800 with normal distribution. 
The patient was asymptomatic. A biopsy of the prostate in 
November, 1959 showed no indication of carcinoma. 

'flle patient is now awaiting surgery for 11benign prostatic 
hypertrophy complicated by intermittent urinary obstruc
tion". 
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ACCESSION NO. 10698 CASE NO. 17 

FOLLOW-UP: The hospital course was a rapidly ingravescent one, with 
death occurring on March 4~ 1955, approximately two weeks 
after admission. 

The autopsy findings~ were as follows: 

1. Neoplastic involvement of blood, marrow, spleen, 
retroperitoneal lymph nodes, pancreas, testis, 
and maxillary sinus. 

2. Focal necrosis, liver. 

3. Jaundice (not viral hepatitis). Bile stasis 
and dilatation of bile ducts. 

4. Status post irradiation therapy, hormone and 
mercaptopurine therapy. 

5. Anemia, tbrombopenic. 

6 . Transitional carcinoma (?), nasopharynx and sinus 
with metastases. 

7. Leukemoid reaction. 

8. Myeloid metaplasia, spleen and lymph nodes. 

9. Atrophy, testis. 
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ACCESSION NO. 10728 CASE NO. 20 

FOLLOH-UP: On the last admission, February 5, 1952, there was mental 
confusion, generalized muscular tremors and weakness. In 
addition to widespread dermatitis, there was purpura and 
a non-tender· superficial lymphadenopathy. 

The terminal course was characterized by repeated episodes 
of epistaxis, increasing mental confusion and weakness. 

He died on February 10, 1952. At the time of death he had 
received a total of 6 ,,] 50 r over all body areas in amounts 
of 75 to 150 r ·. 

An autopsy was performed. The anatomical diagnoses were: 

1. Purpura, with multiple hemorrhages in the central 
nervous system, lung, heart, stomach, intestine, 
and urinary bladder. 

2. Hyperplastic marrow (shaft of right femur was 
filled with red marrow). 

3. Bronchopneumonia. 

4. Chronic exfoliative dermatitis, i rradiated. 

5. Generalized lymphadenopathy (periaortic nodes 
measured up to 8 em.) (Spleen ~1eighed 140 grams) . 
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ACCESSION NO. 8316 CASE. NO., 22 

FOLLOW-UP: The patient was treated symptomatically for his duodenal 
ulcer and his condition improved with uneventful course. 
He remained afebrile and was discharged for X-ray therapy 
of the skull l esion and follow-up of the. duodenal ulcer. 
A biopsy of the skull lesion performed on November 3, 1955,, 
showed marked fibros.is of the medullary portion with bony 
spicules. Although most of the fibrous tissues were poorly 
cellular, decidual fibroblasts mixed with lymphocytes, were 
scattered about • 

The patient was hospitalized two other times (October, 1956 
and February, 1958) after the original entry in 1955, for 
recurrent symptoms of his duodenal ulcer. He was not par
ticularly careful about fo l lowing his diet and drank heavily. 
In 1956, some small non-tender lymph nodes were noted in the 
left inguinal, right axillary, posterior cervical, and pos
terior auricular areas, but none were remarked upon in, 1958. 
Skull films in 1956 and 1958 showed continued progressive 
regeneration of the defects of the skull with diminution in 
size of the defects following X-ray therapy to the skull, 
(1955 and 1956) ., No new lesions could be demonstrated. 
However, in 1958, X-rays showed new defects, in the fourth 
lumbar vertebra. X-ray treatments were directed to the 
area. Chest films in 1956 revealed no definite areas of 
infiltration in the lung. This same film also showed what 
appeared to be a smaller sized heart than seen previously 
in 1955. 

Laboratory findings revealed no remarkable changes in the 
blood except at his last entry when he ~.zas clinically de
hydrated (from vomiting). PCV 51, hgb. 17.4 gm. (120%), 
wbc 4,900 with 52% PMN, 5% M, 40% L, 3% E. The smear was 
unremarkable. ~qo urine examinations in 1956 showed a trace 
and faint trace of albumin, but no albumin was present on 
two examinations in 1958. However, 2-4 rbc/hpf were found 
on entry examination of the urine in 1958; none with a re
peat examination a few days later, 

A determination of total lipids (1956) was 492 mg.% (normal 
550-1150). Total proteins were 6.5 gm.% with 4.1 albumin,. 
2.4 globulin with an A/G ratio of l. 7. A total serum cho
lesterol (1958) was 224 mg.%. 

The patient was last seen by his physician shortly after 
his last· discharge from the hospital (February - March, 1958) 
at which time he appeared to have no complaints. Lymph nodes 
were not palpable. No follow-up films were made . 
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SEMI-ANNUAL STATE CONFERENCE 

February 20, 1960 

George J ~ Hummer, M.D. 

Moderator 

****************** 
DIAGNOSIS 

Infectious, mononucleosis 
Lymphadenitis, most probably due to toxoplas.ma ·gondii 
Sarcoidosis 
"Allergic" eosinophilic necroti.:dng gTanuloma 
Histoplasmosis with pseudo-erythroleukemic. reaction 
Vasculitis, in lymph node, simulating lymphoma 
Reticulum cell sarcoma (macrofollicular .. pattem) 
Hodgkin's paragranuloma 
Lymphosarcoma - lymphoblastoma type. (?) - Reti~o· 

plasma. cellular (type?) 
Lymphosarcoma • Hodgkin's, sclerosing typ~ 
Reticulum cell sarcoma (lymphosarcoma). anaplastic type 
Melanoma, metastatic · 
Chronic lymphadenitis (simulating thymoma) 
Chronic granulpmatous gastritis {gastric ulcer). simu-

lating Hodgkin's disease 
Lymphosarcoma (lymphoblastoma type) subconjunctival 
Lymphosarcoma - anaplastic type 
Anap las_tic carcinomatosis 
Eosinophilic leukemia 
Myeloproliferative syndrome (myelosclerosis) 
a. Lipomelanic reticulosis (dermatopathic) 
b. Myeloproliferation (DiGuglielmo) in. dermatopathic 

lymphadenitis 
Spherocytic anemia 
Eosinophilic, granuloma 
Intestinal lipodystrophy (Whipple's) 
Extra-medullary plasmacytoma of spleen 
Chediak-Higashi syndrome 
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LYMPHOMA 

Historical Background 

PHASE I Pre-Virchow Age (1832 - ) 

PHASE II Age. of Recognition (1846 - ) 

PHASE III Age of H. & E. and Reticulum Stain (1902 - ) 

PHASE IV Age of Cytography and Cytochemistry 

PHASE IV is currently relegating PHASE III to histo ry 

******** 
PHASE I - Pre-Virchow Age 

1832 Thomas Hodgkb.s "on some morbid appearances of the 
absorbent glands and spleen •. 11 

1856 and 1865 tUlks 11cases of lardaceous disease and some allied a£
fect:tons.11 

Pl~E II - Age of Recognition 

1846 

1865 

1863 

1893 

1898 

1902 

1904-1931:: 

Virchow described leukemia. 

Cohnheim described similar but aleukemic cases. 

Vir chow 

Deschfeld) More detailed points of differences. 
Kundrat ) 

Sternberg: microscopy of Hodgkin's disease. 

Dorothy Reed amplified histology and FOREVER settled 
question of tuberculosis as separate disease. 

All of following aided in delineating truly sarcoma
tous nature of lymphomata, including Hodgkin's disease:: 

190l• Benda and Yamasaki; 1906 Gibbons; 1907-1928 Coley; 
1908 Dietrich; 1913 Oliver; 1914 Mallory; 1920 Mueller; 
1928 McCartney; 1930 Callender; 1931 Warthin. · 

- Continued -
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Historical Background - contu1ued 

PHASE III - Age of Classification (chiefly splitting) and Proposing 
(H. & E. ) and Retigutum period 

1902 to Present: Epstein> Puhrt Aschoff, Roulet, Ewing, Medlar, 
Packer and Jackson) Klemperer, Pullinger, Maximow, 
Andrews, Longcope, Kidd and Turnbull, Ewald, 
Letterer, Ross, Robb-Smith, Forkner, Symmers, 
Brill, Warthin, Gall and Mallory, Herbut, Willis, 
Rappaport. 

PHASE IV - Age of C¥tography and Cytochemistry 

Utilizing techniques of electron microscope. Isotopes. Enzymology. 
Fluorescent antibodies and immunology. 
In situ functions (plastic windows). Protein templates, 

PHASE IV currently relegating PHASE III to history. 
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INTRODUCTION 

How Important is the Lymphatic System? 

The lymphoc.yte is essential - as essential as the liver -
to Mammalian life. The lymphocyte is extraordinarily sensitive 
to radiation. Continuation of Mammalian life on earth may 
hinge on the continuity of the lymphocyte. Some indication of 
the sensitivity of the lymphocyte to the influence· of radiation 
may be gained by reading the article by Ingram and Barnes in 
Science, volume 113, page 32J January 12, 1951. They noted 
the occurrence of bilobed or double nucleated lymphocytes in 
the blood of personnel associated. with the 130-inch cyclotron; 
these cells were produced experimentally in dogs tethered 
outside the buildings.. In both clinically observed and ex
perimental cases these cells were noted to appear with re
markably low, apparently safe levels of exposure,. 

Lymphomata 

Historical Background 

It all began with Morgagni in 1752, who recorded obser
vations in cases that differed somewhat from disseminated 
tuberculosis of youth. Craigie, in 1828, recognized disease 
midway between cancer' and tuberculosis. Hodgkin's observations 
in 1832 set the pace for the next three-quarters of a century. 
It is interesting to note that Wilkes, successor to Hodgkin 
at Guy's Hospital, LondonJ in 1856., was unaware of the descrip
tion by his predecessor of his observations in 1832. In 1865, 
however, Willces graciously credited Hodgkin for his unique 
observations and applied the term 11 Hodgkin 1 s disease11 to 
these entities, a term that survives. to date. Tissues from 
the original cases described by Hodgkin were re-studied by 
Fox in 1936. With his microscope, Fox determined that 
Hodgkin's Case No. 1 was obviously tuberculosis, Case No. 3 
syphilis, Case No. 5 most probably s.ystemic lymphosarcoma, and 
Case No. 6 most probably acute leukemia or lymphosarcoma, leav
ing Cases Nos. 2, 4 ,, and 7 that can be acceptable today as 
Hodgkin's disease. 

We will remain conservative, and patriotically accept 
the term Hodgkin's disease, even though we know Hodgkin didn't 
see a cell. He is time-honored, like Paul Revere, even though 
we know it was Dawes who spread the alarm. 
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We, must remind ourselves that Aschoff's concept of the 
reticulo-endothe·lial systm is a functional concept and not 
entirely comparable to the other coordinated functional 
and anatomic systems in the body as we· know them. Many 
intriguing ideas and unifying concepts of tumors within the 
framework of this system have been advanced by Craver, 
Osgood, Marshall, Carter,, and numerous others. 

Results of the remarkable and exciting studies charac
terizing Phase IV appear to be ringing down the curtain on 
the battle of words which was one of the features of 
Phase III. For example, studies by electromicroscopy and 
cytochemistry of the Reed-Sternberg ce-ll demonstrate it to 
be, without question, identical to, what we now term the 
reticulum cell. 

Classification of Cells 

The chart-table entitled "Lymphocytes and Related Formsn 
by Dr. John Rebuck is an interesting compilation of the sever
al cells of the reticular system conjoined with the several 
true tumors and pseudotumors characterizing the histologic 
spectrum of the tumors in this system. It is of interest 
further to note tha~ in instances of inflammation, the lympho
cyte identified in the peripheral blood may undergo meta
morphosis into such cells as plasma cells and fibroblasts, 
and may further divide into lymphocytes without going through 
a reticulum cell rebirth and descent. Similar metamorphoses 
have not been noted in the development of specifia tumor types. 
It is-of fundamental importance to keep in mind the pluri
potential nature of the primitive reticulo-endothelial cells and 
their great propensity for biologic and histologic transforma
tion. 

Functions 

No less remarkable are the functions, of lymphocytes and! 
lymphoid tissue cells which include: 

Lymphopoiesis 
Metabolism and transport of fat and of protein 
Vitamin storage 
Destruction of red cells and white cells 
Elaboration of internal secretions 
Phagocytosis 

Parenthetically, with reference to phagocytosis, it is 
interesting to note a definition listed in the Funk and Wagnall 
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dictionary of 1893 for 11phagocyte": 

"The leukocyte that takes into its substance and 
devours bacteria and other noxious matter. 
Phagocytes also devour the elements of organs 
peculiar to the larval stage and later themselves 
become food for the developing organs of the adult. 11 

Present-day studies, using ~~idine, demonstrate, that 
large protein blocks (templates) are transferred from nec
rotized cells to reticulum ce,lls which may later differentiate 
into phagoc,ytic cells with repetition of the cycle. These 
current day investigations confirm the prophetic definition 
of Funk and Wagnall of 1893. 

Classification of Tumors 

With respect to the tumors in this system, Osgood has 
advanced a unifying concept of etiology of leukemia 1 lymph
omas, and cancer. Briefly his concept is that early death 
of the differentiating cell results, in failure of production 
of a specific inhibitor of logarithmic multiplication normal
ly produced by the cell which provides a humoral feedback, 
mechanism for automatic regulation of cell number., Under 
this hypothesis all concepts of cancer etiology prove to be 
correct, not rival theories. This concept does not simplify 
the cancer problem, although it does unify the many diverse 
facts now known. 

Marshall's morphologic - somewhat cytochemical - ap
proach to the classification of the cells of the reticulo
endothelial system,utilizing a modification of metalophilia 
so successfully used by del Rio Hortega in his studies of 
microglia of' the central nervous system, is both practical 
and satisfying. Cells demonstrated by him to be metalophilic 
(argyrophilic) have numerous cytographic and functional com
mon denominators. 

The results of the investigations of' the cytographers, 
and cytochemists leave no doubt that we are in Phase IV {see 
historical chart) of the history relating to the accumulation 
of facts concerning cells and the tumors of the reticulo
endothelial system. 
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The following items have been studied in cells rep-
resentative of this system in both health and disease: 

Oxygen consumption 
Glucose utilization 
Lactic acid production 
The phosphatases, both acid and alkaline 
Beta glucuronidase 
Esterase 
Lipase 
Amylase 
Proteolytic enzymes 
Catalase 
Nucleotidase 
Adenosine triphosphatase 
Transaminase 
Glioxalase 
Histamine 
Heparin 
Glycogen 
Glucuronic acid 
Trace metals 
Sulf'hydril compounds, including. amino acids 

In summary, specific cytologic and histologic varieties 
of tumor types compose the spectrum of' the lymphomata. Only 
the occasional case fails to conform to one of the series. 
However·, both true transitions and transitional types occur. 

Histologic features coupled with or modified by certain 
clinical facts - chiefly peripheral blood and bone marrow 
f'indings -form bases of useful pr::>gnostic assessment. In a 
sense, use of the theory of grading as a prognostic index -
which has been successfully applied to both epithelial and 
mesenchymal tumors elsewhere - emerges as a reliable guideto 
the lymphomata . Age and site modify the over-all pattern. 

Of all factors, most important is identification of the 
exact character of the individual tumor cells. 

Precise diagnosis and proper evaluation demand superb 
technical processing of tissue atraumatically supplied by 
the surgeon from a favorable site. 
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If the pitfalls of misdiagnosis are to be avoided, 
the pathologist must have thorough knowledge of the pro
liferations that result from numerous agents and conditions 
in both health and disease that buffet lymphatic tissue 
into masquerading as -or mimicking -lymphoma. 

With specific exceptions there is no reliable evidence 
that modalities of treatment - old, new, or combined -
materially alter the prognostic pictures of lymphoma as 
determined by the various biopsy data. 
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LYMPHOCYTES AND RElATED FO~ 

John W. Rebuck, M.D., Ph.D. 
Henry Ford Hospital 

*** 
1. Multiple myeloma 

nssUE 2. Plasmacytic leukemia 
3. Solitary plasmacytoma 

RETICULAR PLASMA 
.yPLASMABLAST ..•..•••. PROPLASMACYTE .•••.•... CELL 

Antibody · 1. Waldens trom 1 s Antibody 

~ 

LARGE 
HEMATOPOIETIC (Reticular) MEDIUM 

SEUCULUl1 CELL . > R. E. CELL ·- ~ LYMPHOBLAST :t PROLYMPHOCYTE >SMALL ---;> 
' "'·..,, ... LY:-1PHOCYTE 

' ·. (Leukemic) ~ -·· ~ 
· ~Jlhoblast _,_./ 

\ 

\ 

1. Reticulum cell 1. Acute ''mono- 1. Acute lympho- 1 . Subacute l::;nnpho- 1. Chronic lympho-

2. 
3 , 
4. 

sarcoma* 
Let:terer-Siwe's \ 
Hodgkin 1 s Disease* '
Ewing's Tumor? 

cytic leu- cytic leuke-
kemia. mia. 
Leukemic R E. 2. Lymphosarcoma* 

\ 

cytic leukt.:r:::i.a. cytic leukemia. 
2 Lymphosarcoma.* 2. Lymphosarcoma* 

4 
MONOBLAST ------------·---------------------- ---- -- ----~;>MONOCYTE---------------;> 

1. Acute monocytic 1. Chr onic monocytic 
leukemia leukemia 

MACROPHAGE (Histiocyte) 

1. Gaucher's 3. Hand-Sclluller-Christian 
2. Niemann-Pick's 4. Whipple's 

*The nodular manifestation is Giant Follicular Lymphoma. 
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BLOOD 

MEDIUM 
. SMALL ----------------/ LYMPHOC_Y_T£ __ _ ~ 

HYPERTROPHIED 
LYMPHOCYTE 

..... .. / 

--------------------~ MONOCYTE-------- .. -----;> HYPERTROPHIED 
MONOCYTE 

Page 2 

INFLAMMATI0N 

RETICULUM CELL 
HISTIOCYTE 
CLASMATOCYTE 
SEPTAL CELL 
MICROGLIAL 

./ 

(~SIS 
(EPITHELIOID CELL 

---.. ____ . ·(j (GIANT CELL 
---....;.l HACROPHAGE ~~':$.,(PLASMA CELL 

-·, - _.(HISTIOCYTE 
·' I l PlBROBUS T 

,• 

" ,. 
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II , . I hold it an excellent thing for 

a physician to practice forecasting." 

- HIPPOCRATES (Prognostics) 

CLASSIFICATION OF THE MALIGNANT LYMPHOMAS 

Diffuse Nodular 
(u£ollicular11

) 

1. Lymphocytic type, well differentiated 

2. Lymphocytic type, poorly differentiated 

3. Mixed type (lymphocytic and reticulum cell) 

4. Reticulum-cell type 

5. Hodgkin's type 

From Rappaport, \>linter~ and Hicks' survey of 
253 cases, Cancer, July-August, 1956 

, Follicular ~ymphoma _ 
•• --: r ' ~ --..-....._ ~ .. 

/ ' ~.'......, 
~ . _-A, v ":...~ - ..___ ~ 

Lymphocytic /1 Hod?,tcin 1 s Hodgkin ' s Hodgkin 1 s -~ Monocytic 
Leukemia·~~ -);l'aragranuloma- ->Granuloma-) (Reticulum ce:a I ·~~ 
fi~~ \ I Sarcoma·; t Leukemia 

' . . 
\ 

~ 
~ 

-+· 
Fibrosarcoma 
\ 

+ .(.j /!\ 

Angiosarcoma ~ Primary Cutaneous 
1 ·' / Lymphomas: 

' 
~ ', 

""-, 
~~J' ~ ',?j; 

. ...., Lymphosarcoma 

/ / Follicular (Spiegler
,~ Fendt Sarcoid) 

Lymphocytic 
Granulomatous (!Myco
sis fungoides) 
Reticulum cell 
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WORKING CLASSIFICATION OF MALIGNANT LYMPHOMA* 

11Nodular" (Follicular) Diffuse 

(1) Stem Cell ) 
(2) Histiocytic ) "Reticulum cell sarcoma" 
(3) Lvmphocytiq 

(a) Poorly differentiated ) 
(b) l>1ell diffel·entiated ) 11Lymphosarcoman 

(4) Mixed cell, (Histiocytic and lymphocytic) 
(5) Hodgkin's 

(a) Paragranuloma 
(b) Granuloma ("Classic11

) 

(c) Sarcoma 

*Reproduced by permission of' the American Society 
of Clinical Pathologists 

CLASSIFICATION (no arrows) INCORPORATING HISTOLOGY AND PROGNOSIS 
FOR CLINICIAN* 

GRADE 1 

GRADE, II 

Tissue 

Lymphosarcoma, 
lymphoma type 

(with follicu
loma pattern) 

Lymphosarcoma, 
lymphoblastoma 
type 
Hodgkints para
granuloma type 
(with follicu-
loma pattern) 

Plasmacellular 

Extramedullary 
plasmacytoma 

(well differentiat
ed) 

Multiple myeloma 
(well differen

tiated type) 

GRADE III Lymphosarcoma, Multiple myeloma 
reticulum cell (moderately well 
type: differentiated) 
(histiocytic) 
(stem cell ) mixed 

Hodgkin's granuloma 
type 

Hodgkin's sclerosing 
type (with follicu
loma pattern) 

Leukemia 

Chronic lymphocytic leukemi2 

Chronic to Subacute 
lymphocytic leukemia 

Subacute monocytic 
leukemia (Schilling type) 

Subacute monocytic leuke
mia (Naege,li type) 

(Continued) 
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Classification (no arrows) incorporating histology and prognosis for 
Clinician* 

GRADE IV Lymphosarcoma, 
anaplastic 

type 

Multiple myeloma 
(poorly differen~ 

tiated) 

Acute lymphocytic leukemia 
Acute monocytic leukemia 

(Schilling type) 
Acute monocytic leukemia 

(Naegeli type) 
Acute plasma cell leukemia 

* Clinician is that physician interested in patient between biopsy and 
autopsy. 
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DIAGNOSTIC DmiCULTIES RELATING TO LYHPHOMA 

I . Technical 

1. Biopsy site 

2. Surgical technique, 
( gross 3. Mode of tissue cutting ( 
( microscopic 

4. Mode of fixation: 

a. Choice 

b. Adequacy 

5. Thoroughness of postmortem examination 

II. Interpretative Features 

A. HISTOLOGIC 

1. Tissue site (no tissue immune) 

2. Architecture - Obliteration vs. Conservation 

3. Reliably distinctive P,atterns 

4. Individual cell characteristics: 

a. Morphologic 
b. Cytochemical 
c. Regenerative vs. Degenerative 

5. Concomitant hematologic findings: 

a. Peripheral blood 
b. Bone marrow 

6. Indications of function: 

a. Phagocytosis ( 
b. Deposit of protein ( types 

( 
( 

c. Deposit of fat( types 
( 

7. Reaction of immediate periphery of lesion 

- Continued -
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Diagnostic difficulties relating to lymphoma. 

B. CLINICAL 

L History: age, symptoms, duration, endogenous and 

exogenous influences 

2. Physical, laboratory and radiologic findings:' 

local vs. diffuse vs. systemic 

3. Influence of therapeutic agents: 

a. Surgery 
b. Radiation 
c. Drugs and chemotherapy 

III . Man -Made 

l., Ce Us, of origin 

2. Nomenclature 

3. Classification 

a. Clinical ) 
) combined 

b. Cytologic. ) 

c. Lumpers vs. Splitters, 

IV. Specific Frequent Problems 

A. Is it or Isn 1 t it: 

1. Lymphoma vs. Benign 
reaction* 

2. Lymphoma vs. Carcinoma* 

B. Is it or Isn't it? 

1. Whole vs. In Part 

2. Local vs. Diffuse: 

3. Lymphoma vs. other Sarcoma* a, with leukemia 

4. Multiple disease* b. without leukemia 

C. Prognosis 

1. Stability vs. Metamorphosis 

2. Classification for prognosis: 
a, with arro~~s 
b. v7ithout arrows 
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RULES OF 'l.'llmm HELPFUL TO PATHOLOGIST IN 
DIAGNOSIS OF LESIONS OF LYMPH NODES 

1. Influence surgeon to obtain adequate, atraumatic biopsy from favor· 
able site. Avoid inguinal regions. 

2. Handle STAT ~-1ith sterile precautions. Place portion into sterile 
capped test tube for microbiologic study if necessary, incluQ.ing 
dark-field study. 

3. Carefully note and record gross characteristics. 

4. Make fresh surface smears for Hright' s and/ or vital stains. 

5. Make frozen section and record opinion. 

6. Cut 2. mm. thin slices. for STAT fixation, preferably in Helly' s solu
tion. Fix for 8 to 12 hours. 

71

• In general: Patterns are useful in inf.ectious diseases. 
Cytologic details are more helpful and reliable than 

architectural changes. 

8. Learn the accessory clinical facts. This may require personal 
visit to patient. 

9. Make written reports conform to consistent nomenclature and classifi
cation clearly understandable to, tbe clinician. 



INTRODUCTION 

References 

Ackerman and Bellios,: Blood 10:3, 1955 
Braunsteiner et al: Blood 137"1rl7, 1958 
Carter , J.R.: Am. J .. Radioi7, Rad:l,.um Ther. & N'ucl. M.76:956,1956 
Changus, Speed, and Stewart: Cancer 10:540, 1957 
Craver, L.F.: Am. J . Radial., RadiumTher. & Nucl. M.J~:. 849,1956 
Curtain, c.c: : Australasian Ann. Med. 8:143, 1959 
Custer, R.P.: Proc. 2nd Nat. Cancer Conf. 1952 1:554 
Dausset: Acta haemat. 20:185, 1958 -
Denz, F.A.: J. Path. &~act. 59:575, 1947 
Diamond, H.D.: M. Olin. North America, May 1956 
Harrison, c.v.: Practitioner 177:123 , 1956 
Hill:: J, Exp. Med. 107:691, 1~ 
Ingram and Barnes: Science 113:32, 1951 
Lawrence, J.S.: J.A.M.A. 1'5'(:"1212, 1955 
Lumb, George: TUMOURS OF LYMPHOID TISSUE, Edinburgh: E. s. 

Livingstone, Ltd., 1954 
MarehallJ A.E.H . : Acta path. et mi crobial Scandinav. 33:1, 195~ 
Marshall, A.E.H.: J. Path . & Bact. 65:29, 1953 -
Marshall, A E.H.: J. Path . & Bact. 7r:61, 1956 
Marshall, A .E H.: AN OUTLINE OF THECYTOLOGY AND PATHOLOGY 

OF THE RETICULAR TISSUE, Springfield, Ill.: Charles C 
Thomas, 1956 

Miller and Miller: Cancer Research 7:468, 1957 
Ortega and Mellors:. J. Exp. Med. 10"6: 627, 1957 
Osgood, E.: J. Nat. Cancer.· Inst IBT155, 1957 
Perry and Reynolds:, Blood 11 : 1132-;-1956 
Pettet~ Pease, and Cooper: Brood 10:820, 1955 
Rappaport and Johnson, Blood 10:112~ 1955 
Rebuck and Crowley: Ann. New York Acad. Sc. 59:757, 1955 
Shulman: J. Exp. Med. 107:665; 711, 1958 -
Stephanie and Me1et Actahaemat. 20:195, 1958 
Tullis, J, L.: New England J. Med--. 258:569, 1958 
Valentine} w. N.: Frog. Hematology 1:293, 1956 
West et al: Am. J. M. Sc. 235:689 , T958 

SYMPOSIUM: Ann. N.Y. Acad. Sc. 73:3, 1958 
SYMPOSIUM: Proc. 23rd Seminar, Am. Soc. Clin. Path. (New 

Orleans) Oct. 4, 1957· 



) 

) 

CASE NO. 1 February 20, 1960 

ACCESSION NO. 10452 

CONTRIBUTOR: B., G. Fishkin, M.D. 
Los Angeles, California. 

DIAGNOSIS: Infectious Mononucleosis 

Sections of lymph nodes, spleen, palatine tonsil and bone marrow all 
reveal proliferations of the typical monocytoid lymphocytes that provide 
the source of the characteristic Downey cells noted in smears of the peri
pheral blood. These lymphoid tissues are enlarged with edema and with 
plethora of the monocytoid cells. In general the sinus structures are well 
preserved and medullary cords are richly cellular. Follicles may be en
larged or blurred or inconspicuous or even absent. The connective tissue 
of the capsules and the trabeculae of lymph nodes and spleen are more or 
less infiltrated with lymphocytoid cellular exudates. This may account for 
the fragility of the spleen. and its tendency to rupture with resultant 
hemorrhage. There is paucity of the inflammatory cells of the granulocytic 
series'. This sparseness is also noted in smears of tonsillar tissue in 
cases presenting with active. disease, whereas tonsillitis and pharyngitis 
due to coccal and fusospirochetal disease usually contain large numbers of 
purulent type cells. 

The disease was first described by· Pfeiffer, a pediatrician, in 
Vienna in 1889 under the term glandular fever, although N. Filatov in 
1885 described uidiopathic adenitis" which was probably infectious mono
nucleosis. It was described in the United States by Park~West in 1896; 
Burns in 1908 described the lymphocytosis occurring in glandular fever. 
Sprunt and Evans in 1920 described the serologic features of the disease, 
and Do~mey and McKinlay in 1923 gave a comp·lete description of the cells, 
of infectious mononucleosis. 

Some have thought the separation into three separate cell types is 
somewhat artefactual. Apparently there is no correlation between severity, 
clinical course, etc. and the several varieties! of cells. 

Monocytoid lymphocytes are not unique in infectious mononucleosis. 
They have been noted in the diseases listed in the table and also in con
ditions of stress, and have been utilized as an assessment of stress. 
The appearance of these cells in aspirates of bone marrow has been at
tributed to their being present in the circulating blood of the marrow. 
Granulomatous lesions of the marrow have been noted in some cases. of 
glandular fever up to 48 per cent of cases studied. 

The nucleolated Type III lymphocyte may be confused with leukemic 
cells,. The use of azure C dye as a vital stain may be helpful in the 
diagnosis. Generally speaking , both cytologic and serologic changes must 
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be present to confirm the diagnosis. However, it is Bender's thought 
that only infectious mononucleosis will produce a peripheral blood pic
ture of at least 11,500 lymphocytes of which 3,800 or more are of the 
monocytoid type. 

Serologic technics have undergone modification by numerous indivi
duals,. References! are appended. 

Complications include cutaneous rash, hepatitis, neuritis, rupture of 
spleen with hemorrhage, thrombocytopenia, and death. 

Although remarkable lymphocytosis occurs in pertussis, the cells noted 
in the peripheral blood and the cytologic changes in lymph nodes are suf
ficiently different from mononucleosis to aid in this differential diagnosis,. 

Both cytologic and histologic details of lymph nodes, spleen, bone mar
row and peripheral blood in cases of monocytic leukemia of both Schilling 
and Naegeli types are distinctive, quite apart from those of infectious mono
nucleosis. 

Other distinctive patterns of change in lymph nodes due to viruses in
clude those noted in measles, lymphopathia venereum, and cat scratch fever., 

In measles the giant cells described by Finkeldey are distinctive and 
readily label this disease. Indeed, the occurrence of these ce!ls in both 
lymphoid tissue and in the lungs of infants and children suffering from 
giant cell pneumonia was sufficiently distinct to ~rompt Enders to equate 
the causation of this latter severe disease o~ lungs with measles. He 
has proven that this disease is due to the measles virus. 

The spectrum of changes in lymph nodes of cat ..scratch disease include 
inflammatory change with abscess formation, chronic granuloma, and scari
fication. Not so well known are the complications of cat scratch fever 
which include subacute intestinal obstruction, erythema nodosum, encepha
lopathy, occular-glandular syndrome, peripheral neuritis, thrombocyto
penic purpura, pulmonary infiltration, and ster~le osteolytic bone lesions. 

Lymphopathia venereum is characterized by epithelioid-like foci of 
necrosis and marked plasma cellular infiltration of, capsule and perilymph· 
nodal tissue. 



) 

February 20, 1960 
ACCESSION NO. 10452 CASE NO. 1 

TYPE 

I. 

II 

III 

DISTINCTIVE PATTERNS OF LYMPH NODES DUE TO VIRUSES 

Infectious Mononucleosis 

Measles 

Lymphopathia Venereum 

Cat Scratch Fever 

DISEASES EXHIBITING UVIROCYTES ll 

1. Infectious mononucleosis 6. Roseola infantum 

2. Acute (virus) hepatitis 7. Rubeola 

3. Virus pneumonia 8. Rubella 

4. Herpes zoster 9. Influenza B 

5. Herpes siml'lex 10. Undulant fever 

11. Rickettsialpox 

From: Litwin, S. J., and Leibowitz, S.: Abnormal 
lymphocytes ("virocytes 11

) in virus diseaseSJ 
other than infectious mononucleosis, Acta 
Haem. 1:223 (April) 1951. 

SHEEP CELL AGGLUTINATIONS 

Adsorbed bX 
SERUM 9uinea Pig Kidney Beef Erythrocytes 

Serum sickness 1- 1-, 

Normal 1- 0 

Infectious mononucleosis 0 t 

From: Mateer, J.G., et al: Infectious mononucleosis, Henry Ford Hospital 
Medical Bulletin ,2:106 (June) 1957 ., 
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CASE NO. 2 

ACCESSION NO. 10647 

CONTRIBUTORS: W. K •. Bullock1 M.D. 
Louis Zeldis, M. D. 
Los Angeles, California 

February 20, 1960 

DIAGNOSIS: Lymphadenitis, most probably due to Toxoplasma gondii 

Several clinical facts contribute to the diagnosis of 
this case. These include the febrile reaction, the presence 
of psychotic symptoms, the elevation of the Sabin-Feldman 
dye test to diagnostic levels, and the remarkable response to 
pyrimethamine and sulfadiazine treatment. 

Tbj_s man was moribund at the time treatment was started. 
He is alive and well today. 

Histologically the very characteristic eosinophilic 
epithelioid cellular reaction 1s plainly evident, in the sections 
of this node. Differential histologic diagnoses include 
Hodgkin 1 s disease, lipomelanic reticulosis Jl tonsillitis, 
mumps, lymphosarcoma, leukemia,, poliomyelitis, rickettsial 
diseases, tuberculosis , tularemia, and infectious mononucleosis. 
Clinically, psychosis must be added to the differential diag
noses. 

The distinctive epithelioid cellular response in lymph 
nodes should suggest the diagnosis, of toxoplasmosis. Inflam
matory changes in other diseases mentioned, including tularemia, 
are sufficiently distinct from those caused by toxoplasmosis. 
The pathologist should experience little or no difficulty in 
fixation of the diagnosis. 

In 1952 Frau Piringer-Kuchinka described a special type 
of benign lymphadenitis with particular clinical and histo
logic features afterwards termed subacute lymphadenitis 
nuchalis et cervicalis of Piringer-Kuchinka. In continental 
circles this clinical and histologic entity became known as 
the Piringer-Kuchinka syndrome. The febrile disease generally 
was accompanied by lymphadenopathy involving nodes of the 
upper half of the body. Females were affected predominantly, 
as often as 3 to 1. Her descriptions of the histologic and 
cytologic details of excised lymph nodes are very complete 
and essentially are as follows: 

All (excised lymph nodes) were from the upper half of 
the body) especially the head-neck region, and were from 
pea to bean sized - none larger than a cherry; consistency 
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was somewhat elevated and the sectioned facies unremarkable. 
Microscopically3 epithelioid cell elements with pale eosin 
red plasma were distributed without order or in small groups, 
especially in the cortex. The tendency to form nodes of 
necrobiotic groups was not observed, but regression with 
hyalinization was noted. The nucleus was vesicular, poor 
in chromatin,, and contained distinct - often quite large, -
oxyphilic nucleolus. Mitoses were not too frequent. The 
plasma was noted to contain phagocytized nuclear debris, 
which fact would document the descent of this cell from 
the large reticulum cell of lymphatic tissue. Silver fiber 
stain revealed few or no argyrophilic fibers and no collagen 
fibers; however, plasma often contained silver stained black 
or brown inclusions, probably representing propigment. The 
pigment itself was not found. Longer search lead to finding 
of a giant cell of Langhans type; this, however, was, a rarity. 
The foregoing was the characteristic picture. Otherwise 
these lymph nodes had a quite uniform picture, evidently 
depending on the phase of the disease. Often there was evi
dence of hyperactivity of lymphatic tissue. The capsule 
may be soft or thickened and chronically infiltrated. The 
sinus was often dilated and filled with cells. The center 
of reaction was small or very well developed, without defi
nite borders; there was nuclear disintegration, phagocytosis,, 
and numerous so-called lymphatic and lymphoblastotic irrita
tion forms. Such irritation forms can be seen in ordinary 
slides in the medulla-s,trings. It should be stressed that 
these showed no atypicality leading to formation of Sternberg 1s 
giant cell, an important fact in differential diagnosis. As 
to the other cellular structures, plasma cells were most 
numerous, eosinophils variable but never impressive in number. 

In 1955 Bamler and Schulthess reported 16 cases of 
this type of lymphadenitis. They examined lymph nodes from 
axilla, cervical region and nuchal region, and noted proli
feration of epithelioid cells,. There was elevation of beta 
globulins; nasopharyngeal examination was negative. They· re
marked that, the, etiology was unclear. 

In that same year, 1955, Cathie - in his studies on toxo
plasmosis - noted that the Toxoplasma organism can be recovered 
from almost every tissue in the body, including lymph nodes. 
He stated that a diagnosis of active toxoplasmosis is dependent 
on positive dye tes,ts and complement fixation tests, not 
necessarily correlated. 

By 1958 62 patients with Piringer-Kuchinka lymphadenitis 
had been observed over a period of eight years by Piringer
Kuchinka and her colleagues. Women were more commonly affected, 
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being, about 3 to 1 in their series; their average age was 
30.8 years, their constitutional type was delicate with 
increased! susceptibility to infection., The enlargement 
usually subsided in a matter of weeks. 

The Sabin-Feldman dye test and complement fixation 
test for toxoplasmosis were carried out on these patients: 
Forty-eight of 49 exhibited positive tests (94 per cent) 
in contrast to positive titres of only 57 per cent in 
controlled cases in the same geographic area. They felt 

. that this would appear to incriminate Toxoplasma as the 
etiologic agent, and cautioned that differential diagnosis 
from Hodgkin 1 s disease and sarcoid must be made. 

Saxen and his colleagues reported in 1958 on glandular' 
toxoplasmosis. This diagnosis was made in 23 of 1500 lymph 
node biopsies. Twenty-two of the 23 patients were women, 
the mean age being 32 years. Characteristically there were 
epithelioid-like cells, solitary or in small groups, with 
hist1ocytes and mitoses in medullary centers without 
necrosis, giant cells.7 or fibrosis. They stated that 
positive dye and serologic tests, together with this histo
logic picture J is diagnost,ic. 

In that same, year Beverley and Beattie reported a 
survey of 30 cases of glandular toxoplasmosis. The first 
abnormality noted was swelling of the lymph nodes, usually 
in the neck, which adenopathy remained for several months. 

Numerous, attempts to demonstrate the organism in lymph 
nodes by special stain methods generally were most unsuccess
ful. It remained for Carver and Goldman, in 1959, to demon
strate successfully the organism, using fluorescent antibody 
technics in tissue fixed in alcohol-acetic acid solution. 

Laboratory diagnosis is aided by a number of tests: 

Sabin neutralization test 
Sabin-Feldman dye test 
Complement fixation skin test with toxoplasmin 
Hemagglutination test utilizing sheep cells 

treated with tannic acid followed by the 
method of Stav1tsky 

Animal passage from tissues, utilizing mice 
Fluorescent antibody s,taining of tissues (Carver et al) 

Excellent reviews of the laboratory tests can be found! 
in the articles listed in the bibliography for this case. 
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DISTINCTI VE PATTERNS OF LYMPH NODES DUE TO BACTERIA 1 et al. 

Tuberculosis Toxoplasmosis 

Brucellosis Leishmaniasis (Kala Azar) 

Syphilis Granuloma Inguinale (Donovani) 

Diphtheria (Pertussis) 

Chancroid Tularemia 

SABIN-FELDMAN 11DYE TEST11 FOR TOXOPlASMOSIS 

Ace. Factor 
TOXO ______________________________ ~Cyto~lasm stained* 

Antibody J. TOXO 

37°C • • 60 min. 

Ace. Factor 
----··---- · ~ · ----Cytoplasm unstained * 

37°C . . 60 min. 

*tHth. Methylene Blue at pH 11.0 

Fig. 1. Diagrammatic representation of the basic reaction utilized in 
the dye test. 

From: Eyles, Don E., Gibson, Colvin L., Coleman, Nell, and Jones, Frances E ., ; 
Laboratory Aids in the Diagnosis o£ Toxop l asmosis, J. Tenn. State 
M.A. 50:408 (Oct.) 1957. 
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CASE NO .. 3 

ACCESSION NO. 10694 

CONTRIBUTOR: C. P. Schwinn, M.D . , 
Upland, California. 

DIAGNOSIS: Sarcoidosis 

February 20, 1960 

Clinically this case is representative of sarcoidosis 
involving the heart and terminating in sudden death . Such 
was the subject of Cabot Case No. 45421 in the October 15, 
1959 issue of the New Eri.glttrrl Journal of Medicine. Another 
case of this type was discussed by Pocne and Forbus in the 
November 1959 issue of the Archives of Internal Medicine. 
This is just one of the many protean features of sarcoidosis. 
The particular feature of altered calcium metabolism and 
excretion with the frequent formation of nephrolithiasis 
is well known.. Boeck·, a Norwegian dermatologist, applied 
the term 11 sarcoidosis" in 1899. Schaumann in 1924 emphasized 
the generalized nature of the disease. Further investiga
tions revealed the disease to be widespread, involving· 
almost every organ in the body. 

Sarcoidosis is not rare. It is more· common in the 
Negro than in white persons, and it is manifest by a variety 
of clinical expressions. Practically all tissues are in
volved, including those of' the central nervous system. 
Prognosis is not as benign as generally thought. No form 
of treatment has proved of consistent value. 

The diagnosis, of sarcoidosis, even for the pathologist, 
is one strictly of exclusion, particularly of organismal and 
exogenous causes of' granulomatous lesions .. In a differential 
diagnosis the entire granuloma group of diseases must be con
sidered: syphilis, fungous diseases, virus diseases.,, coccal 
infections, bacillary infections, foreign body reactions due 
to beryllium, silicon chemicals, Hodgkin's disease and other 
malignancies. Lymph nodes draining si,tes of carcinoma of 
breast and uterus are notorious for bearing sarcoid-like 
granulomata. 

The asteroid body has been proven to be a lipoprotein. 
It has been described in dermoid cysts of ovaries, paraffinomas, 
lymph nodes draining foci of carcinomata, retention of duct 
secretions in the breast, cryptococcosis, leprosy, Weber
Christian disease, tuberculosis, sarcoidosis, adenomyosis 
uteri, and talcosis. 
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Complications include hemolytic phenomena. 

Etiology is completely enigmatic. Everything from 
nematodes to pinon pollens have been incriminated. Crypto
coccus is an unusually frequent simulator of sarcoid and 
is prominent among the diseases that must be excluded. 
The conchoid body, as well as the asteroid body} is quite 
distinctive} although the conchoid body may be present in 
collagen diseases. Collagen itself may excite a sarcoid 
reaction. 
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DISTINCTIVE PATTERNS OF LYMPH NODES DUE TO EXOGENOUS 

SUBSTANCES 

(Sarcoidosis) 

Berylliosis 

Silicosis 

Anthracosis 

Asbestosis 

Arg~rrosis 

Tattoo 

Drugs 
oils, fats, mesontoin group 
(Ethotoin) 



) 

CASE III 

References 

Allen~ A. C.: THE SKIN- A CLINICOPATHOLOGIC TREATISE, 
St. Louis: The c. V. Mosby Company, 1954 

Anderson, H. J.: Practitioner 177:160, 1956 
Castleman, B.: New England J, Med. 261:806, 1959 
Evans, N.: Arch. Path. 37:175, 1944---
Forbus, w. D : Am. J Clin. Path. 25:427, 1955 
Gendel, B. R. et a1: Am. J Med. 12:205, 1952 
Gorton and Linell: Acta radial. 47:381, 1957 
Hurley and Shelley: Am. J. M. SC7 237:685, 1959 
Jaques, w. E.: AMA Arch. Path. 56:087 1953 
Leithold, s. L., et a1: AMA Arcn7 Int. Med. 99:736, 1957 
Lofgren, et a1: Acta schuersch kil Scandinav-.-108:405, 1955 
Longcope and Freiman: Medicine 31:1, 1952 ---
Martland, H.: Bull. N.Y. Acad.~ed. 8:451, 1932 
Poon and Forbus, AMA Arch. Int. Med. 104:109, 1959 
Shields: AMA Arch. Int. Med. 104:101~959 
Singer, E. P., et a1: Am. J Med. 26:364, 1959 
West, w. 0.: New England J. Med. 261:688, 1959 

SEE ALSO: References pertaining to CASE II 



) 

) 

CASE NO. 4 

ACCI"SSION NO. 10375 

CONTRIBUTOR: Leo Kaplan, M.D. 
Los Angeles,, California. 

February 20, 1960 

DIAGNOSIS: Allergic Eosinophilic Necrotizing Granuloma 
of Lymph Nodes 

The, histologic features of this 11 allergic 11 eosino
philic necrotizing granuloma include remarkable extensive 
perilymphadenitis ,, eosinophilia, granulomatosis, necrosis, 
angiitis, fibrin-,like deposition, and edema. 

Differential diagnosis includes: Hodgkin's, di sease, 
eosinophilic granuloma, Wegener's granulomatosis, periarteritis 
nodosa, lupus erythematosus, allergic granulomatosis of 
Churg and Strauss (lung), rheumatic disease, rheumatoid 
disease,, pathergic granulomatosis, Loeffler 1 s syndrome, and 
other collagen diseases. The lesion is similar to pseudo
tumor of the orbit described by Walton. 

Prognosis in our particular case under discussion is 
obscure. This is most probably a local manifestation of 
diffuse, as distinct from systemic, disease. 

The pathology is not that of lupus erythematosus. In 
this disease there is a distinct crowding of lymph nodes with 
mild mitotic increase ., The presence of plasma cells with 
PAS positive stainable bodies which are not 1dentica] to 
Russell bodies is a constant feature in disseminated lupus 
erythematosus. It is Dameshek'' s idea that disseminated 
lupus erythematosus is a manifestation of an auto-immune 
mechanism. 

(see page 2 for 
Dameshek's table) 

In the light of Darr€shek 1 s concept, it is interesting 
to note that Vazquez and Dixon have actually shown localiza
tion of gamma globulin in the lesions of the collagen 
diseases. These, observations are consistent with,. but not 
specific for, the presence of an antigen antibody reaction, 
in the tissue of lesions. 

Teilum and Poulsen., and Mellors have recorded similar 
findings., 
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(Table 1 -William Dan:eshek: Ann.Int.Med.48:719,1958) 

A B 

Endothelium - Small Blood Vessels Blood 

Joints Red cells - auto -,immune 
hemolytic anemia 
(Coombs' test) 

Pleura \llhite, cells. - leukopenia 
(L.E.Factor) 

Pericardium 

Endocardium 

Glomeruli 

Other small blood 
vessels 

Skin 
Spleen.7 etc. 

Platelets - thrombocyto
penic purpura 
(platelet agglutinin} 

coagulation abnormalities 
11 Hemophilia" (antithrom

boplastin) 
"Hypoprothrombinemia 11 

(antiprothrombin) 

11 Syph1lit1c" antibody 
(Serologic test for 

syphilis) 
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ACCESSION NO. 10697 

CONTRIBUTORS: Carter Alexander, M.D 
Dorothy Tatter, M.D. 
Ethel Young, M.D. 
Los Angeles.,. California. 

DIAGNOSIS: Histoplasmosis with Pseudo-erythroleukemic 
Reaction 

This very ill patient manifested, clinically~, a most. 
remarkable pseudo-erythroleukemic reaction to this severe 
disseminated fungous infection. Tissue biopsy diagnosis 
was not made during, life. 

Histologic examination of lymph nodes~ in particular, 
from the postmortem materlal is diagnostic. There is tre
mendous, erythroid hyperplasia of the marrow simulating the 
diGuglielmo. syndrome . 

Histoplasmosis is known today as a disease exhibiting, 
wide protean manifestations - many quite apart from the 
original descriptions of the clinical features by Darling 
after the turn of this century. In general - and by lumping -· 
three types are represented in the spectrum: (1) acute 
severe respiratory disease, (2) acute chronic disseminated 
disease characterized by remissions, exacerbations, and by 
a poor prognosis~ and (3) chronic indolent bilateral cavitary 
disease of the lung. 

Histoplasmosis is the most common cause of calcification 
of the spleen. Laboratory tests aiding the diagnosis include: 
(1) yeast phase complement fixation test, (2) collodian 
agglutination titre, (3) skin test utilizing histoplasmin~ 
and (4) recovery of the organism by culture. 

The following paragraphs represent an abstract of 
Conrad's article in the A.M.A Archives of Internal Medi
cine for November 1959: 

Histoplasmosis is indeed protean in its manifestations, 
and they masquerade as other diseases including bronchiectasis, 
tuberculosis, hemolytic anemia, sarcoidosis,, and others. 

Histoplasmosis frequently presents as an acute flu-like 
syndrome with cough, fever, malaise, and easy fatigability. 
such patients often are treated with antibiotics for a week 
or· more before the physician. realizes he is not dealing 
with a common respiratory infection. A chest film may show 
miliary spread or diffuse nodular infiltration. Very often 
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there is a history of exposure to dusty environs such as 
in the cleaning o:r a chicken coop o·r a storage barn, or 
in excavation work. This stage may clear in three or four 
months, or it may g,o on to the stage of' nodular fibrosis 
and cavitation. Occasionally patients may present a 
chronic debilitating disease such as tuberculosis. Pro
ductive sputum is characteristically tenacious and dark green. 
Other patients may present the classical syndrome described 
by Darling; this includes general reticulo-endothelial in
volvement with miliary dissemination, rapidly becoming 
fatal. 

Some patients~ such as represented by our own case, 
may present signs and symptoms of hypersplenism. Still 
others may present histories of long remissions and slow 
exacerbations which may last for years, usually accompanied 
by respiratory infections . Diagnosis of histoplasmosis is 
best established by culture· which may be extremely difficult, 
even though the o.rganism may ac.tually be seen in the tissues. 
It should be suspected as being present in all cases re
sembling tuberculosis in which the microbacterium cannot 
be cultured, or in diseases manifesting a sarcoid type 
reaction . 

Use of the bistoplasmin skin test,, the collodion 
agglutination titre which may become positive as early as 
one week after onset of symptoms, and the yeast phase· com
plement fixation test which remains. positive in high dilu
tions over 1 to 40 are all presumptive diagnostic aids. 
Roentgenologic findings are not specific but include diffuse 
miliary types, diffuse fibrosis._, and frequently cavitation. 
Histoplasmosis may definitely be an opportunist, and worsen
ing of the disease may follow the use of streptomycin and 
the corticosteroids. The best treatment today consists in 
bed rest coupled with symptomatic. treatment. Amphotericin B 
and Mycostatin - while toxic - have reportedly yielded some 
fair to good results. 

Many other excellent review articles on the protean 
clinical manifestations of histoplasmosis are listed in the 
bibliography. Others that should also be cited are the 
following: Monroe and Kurung in Annals of Internal Medicine 
38:206, 1953; Schwarz and Baum in New England Journal of 
Medicine 256:253, 1957; Furcolow in General Practitioner 
18:117, 1958. 
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DISTINCTIVE PATTERNS OF LYMPH NODES_pUE TO FUNGI 

Actinomycosis 

Cryptococcosis 

Histoplasmosis 

Coccidioidomycosis 

CASE NO. 5 
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CASE NO. 6 

ACCESSION NO. 10795 

CONTRIBUTOR: Hugh Edmondson, M.D., 
Los Angeles, California. 

February 20, 1960 

DIAGNOSIS: Vasculitis in. Lymph Node, Simulating Lymphoma 

Clinically, this patient had lymphadenopathy with a 
widened mediastinum as noted by !'oentgenography. It was 
the opinion of the radiologist that the widening of the 
mediastinum was most probably due to aneurysm of the 
ascending and arch portions of the aorta. Serologic 
reaction was four· plus. Although diagnosis of lymphosarcoma 
was made on excision biopsy of this node, the patient did 
not receive any anti-lymphoma treatment. Clinically he 
pursued a rather downhill course and expired .. 

Examination of the autopsy tissues. reveals the 
plasmacellular reaction of the bone marrow, luetic aortitis, 
and absence of periarteritis nodosa. 

The essential lesion in this pseudo-lymphomatous lymph 
node is one of small vessel angiitis, both acute and subacute, 
with remarkable endothelial proliferation. The characteristic 
plasmacellular reaction of' syphilis, however, does. not appear 
to be present. Stains for the presence of spirochetes in 
these tissue sections of lymph node are negative. The 
changes in lymph nodes described for primary, secondary, and 
tertiary syphilis may simulate various forms of the lymphomata, 
including follicular lymphoma, lymphosarcoma, and Hodgkin 1' s 
disease. Indeed, Newton-Evans in 1944 clearly described 
this pitfall. Clear descriptions are given by Allen (The 
Skin, c. v. Mosby Company, 1954 - see Plates 181 and 182, 
page 419). Vascular dilatation of vessels of lymph nodes 
without accompanying angiitis occurs. Such lymph nodes 
grossly may be frankly red and have been described under the 
term hemalymph node. 

Among the more recently reported lesions closely· simu
lating lymphoma are those described by Ackerman and which 
followed the use of Ethotoin and other' mesantoin drugs used 
as anticonvulsants. The lymph node changes in these cases 
are most remarkable, closely simulate lymphoma, and have been 
described as indistinguishable from Hodgkin'· s, disease; but 
all such changes subside spontaneously· on withdrawal of the 
drug. Essential points of differential diagnosis of reaative 
lymphadenitis from folliculoma will be discussed under Case 7· 
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CASE NO. 7 

ACCESSION NO. 9887 

CONTRIBUTORS: E. M. Butt , M.D., 
Paul R. Thompson~ MD ., 
Pasadena , California. 

February 20, L960 

DIAGNOSIS: Reticulum cell sarcoma (macrofollicular pattern) 

Surgical biopsy of this lymph node demonstrates a 
pattern of folliculoma, but this is merely the nodular ex
pression of the cellular type of lymphoma filling the fol
licular nodule. Careful examination of such follicles, 
reveals the inherent cell type, namely, lymphocytoma, 
lymphoblastoma,, reticulum cell sarcoma, or Hodgkin's type 
of lymphoma. This case is, one of reticulum cell sarcoma. 
Unfortunately we do not have the postmortem tissues which 
undoubtedly would bear this out. The secondly illustrated 
case (Accession No. 10730) is an instance of reticulum cell 
macrofollicular folliculoma which came to postmortem exami
nation four years later with disseminated reticulum cell 
sarcoma exhibiting no folliculoma pattern. Folliculomata 
and pseudofoll iculomata of various cell types, including 
Hodgkil\ 1s, are also presented. (Accession Nos. 10730, 
10693, 10336, 10814, and 8824 - pro ,iec ted nh ot or,icrogr aphs) 

In 1956 Rice studied 136 cases of folliculoma. He 
concluded that these tumors are malignant from onset. The 
size of the, follicles varies from small to large, but they 
harbor individual malignant cells. All cell types are seen, 
including varieties of Hodgkin's disease. He further con
cluded that these tumors always change in pattern into one 
of the well recognized types of lymphoma, usually diffuse~ 
not necessarily related in structure to the original, but 
consistent in cell pattern. Hodgkin's type is the most rare. 
In his series 36.1 per cent of the patients lived five years; 
the average survival of the group was three years and three 
months from time of diagnosis. He, noted few if any cures. 

In 1956 Rappaport, Winter, and Hicks studied 253 cases 
in the AFIP. Results of their studies are summarized in the 
accompanyi ng tables. 

We have had the opportunity of studying a number of 
these cases at the Tumor Tissue Reg ... stry $ including postmortem 
tissues . The ideas of Rappaport, li1lii1ter, and Hicks appear to 
be most sound. Our own outlook coincides wi th theirs,, namely, 
that the macrof'ollicular pattern is merely a pattern and not 
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a distinct lymphoma type. The lymphoma type is represented 
by the individual cells filling the macronodules, viewed 
in cross section as follicular pattern. Practically 
every single tissue of the body has been listed as being 
involved with so-called follicular lymphoma, with the 
exception of the brain. 
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ACCESS ION NO.. 9887 CASE NO. 7 

ARCHITECTURAL FEATURES THAT FAVOR a Diagnosis of:. 

Follicular Lymphoma 

1. Complete effacement norm. architect. 

2. Even distrib. foUicles in cortex 
and medulla 

3. Slight or moderate var. in size 
and shape of follicles 

4. Fading of follicles 

5. Massive infiltr, capsule and 
pericapsular fat with or without 
neoplastic follicles outside cap
sule 

6. Condensation of reticulin fibers 
at periphery of follicles 

Reactive Follicular Hxeerplasia 

1. Preservation nodal architect. 

2. Follicles more prominent in 
cortex 

3. Marked var, in size and shape 
of follicles with elongated, 
angulated, and dumbell-shaped 
forms 

4. Sharply demarcated reaction 
centers 

5·. Moderate or no infiltr. cap
sule and pericapsular fat with 
inflam. cells that may be ar
ranged i n perivascular focal 
aggregates (when assoc. with 
lymphadenitis) 

6. Littl e or no alteration of 
reticular framework 

Adapted from Rappaport, Winter,, and Hicks 1 survey of 253 cases, Cancer, 
July-Aug . 1956 

CYTOLOGICAL FEATURES THAT Favor a. Diagnosis of: 

Follicular Lxmphom~ 

1. Follicles composed of neoplastic 
cells exhibit. pleomorphism with 
nuclear irreg. 

2. Lack of phagocytosis 

3. Relative paucity mitotic figures 
usually without sig. diff. in 
number inside and outside folli
cles; occurr. of atypical mitoses 

.Reactive Follicular HYperplasia 

1. Reaction centers of' follicles 
composed of reticulum cells 
and their histiocytic. deriva· 
tives, with few or no cellular 
and nuclear irreg. 

2. Active phagocytosis in reaction 
centers 

Mod. to pronounced mitotic ac
tivity in reaction centers; 
rare or no mitoses outside re
action centers; no atypical 
mitoses 

- Continued .. 
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4. Similarity of cell type inside 
and outside of fo,llicles 

Page 2 

4. Lymphocytes, at margin of 
reaction centers small, mature, 
and uniform 

5. Infiltr. of tissue between 
reaction centers with inflam. 
cells (when assoc. with 
lymphadenitis) 

Adapted from Rappaport, Winter, and Hicks' survey of 253 cases, cancer, 
July-Aug. 1956 

FEATURES OF LITTLE HELP in Differentiating Between FOLLICULAR 
LYMPHOMA and REACTIVE, FOLLICULAR HYPERPLASIA 

1. Numerical increase in follicles 

? Dimensional increase in follicles ... , 
3. Compression of sinuses 

4,, Cracking phenomenon 

5. Packing of lymphocytes around follicles 

6,, Fusion of follicles 

From, Rappaport, Winter, and Hicks' survey of 253 ca~s, Cancer, July-Aug.l956 

TYPES OF' FOLLICULAR LYMPHOMA IN SURVEY OF 253 CASES* 

TyPe of Lymphoma 

I Lymphocytic type, well differentiated, 25 

II Lymphocytic type, poorly differentiated (!'lymphoblastic'') 107 

III Mixed type (lymphocytic and reticulum cell) 81 

IV Reticulum-cell type 22 

V Hodgkin's type 18 

TOTAL 253 

From Rappaport,, Winter, and Hicks ' survey of 253 cases, Cancer,, July-Aug.l956 
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FOLLICULAR LYMPHOMA - SURVIVAL FROM ONSET OF SYMPTOMS 

Per cent survivals 

~ No. cases 3 years 5 years 

I 22 77 55 

II 100 71 50 

III 80 57 16 

IV 20 50 20 

v 18 78 67 

From Rappaport, ~nnter, and Hicks' survey of 253 cases. Cancer, 
July-Aug. 1956 
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PREAMBLE TO HODGKIN'S DISEASE 

In London, on the evenings, of January 10 and 24, 1832, 
Thomas Hodgkin read abstracts on 11 some morbid appearances of 
the absorbent glands and spleen." These were published in 
the Medico Chirurgica Transactions, volume 1.7, 1832. This 
was the first description of a series of cases exhibiting 
lymph nodal and splenic enlargement. Hodgkin presented 
7 original cases, some of which patients were attended by 
Richard Bright. All case reports included gross descriptions 
of the postmortem state. 

Hodgkin was succeeded at Guy's Hospital by Wilkes who 
in 1856 likewise described cases of "lardaceous" disease. 
At that time he was unaware of the contributions of Hodgkin. 
This he graciously c0r~Gcted in 1865 and applied the term 
Hodgkin's disease to such cases. 

In 1902 Dorothy M. Reed, fellow in pathology at Johns 
Hopkins University, published an abstract on "pathological 
changes. in Hodgkin's disease with special reference to its 
relation to tuberculosis. 11 Coexistence or confusion with 
tuberculosis had persisted until Dorothy Reed's classic 
description and permanent. separation of these two entities. 
She preferred the term Hodgkin's disease as, having weight of 
priority and long established usage,. as well as having the 
merit of leaving open the question as to the exact nature of 
the pathologic process. Demarcation from tuberculosis was 
clearly established by Dorothy Reed. Her description in
cludes summaries of the clinical features and personal ob
servations in 8 cases. She described the usual gross and 
microscopic features, and appended personally executed 
drawings of the microscopic appearance. Her description 
of the characteristic giant cell, now generally known by 
her name, ends with the statement, 11'Dhese giant cells so far 
as our observation reaches are peculiar to this growth and 
are of great assistance in diagnosis." -an acknowledged 
understatement. 

In 1936 Herbert Fox, on a visit to Guy's Hospital, 
undertook to secure some of the original material used by 
Thomas Hodgkin in describing the disease that, bears his name 
and was reported by him in 1832. Fox made histologic prepara
tions of the tissues in several of the 7 cases described by 
Hodgkin~ and concluded that Hodgkin's Case No. 1 was obvious
ly tuberculosis, Case No. 3 syphilis, Case No. 5 resembled 
systemic lymphomatosis, Case No. 6 was probably acute 
leukemia or lymphosarcoma. This leaves Cases No. 2', 4, and 
7 that could be accepted today as cases of Hodgkin's disease. 
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In 1942 Jackson and Parker split the spectrum of 
Hodgkin's disease into three groups, namely paragranuloma, 
granuloma, and sarcoma types. HoweverJ such types serve 
a useful purpose· only in so far as they are indicative of 
differing clinical courses and differing, prognoses. This 
view was confirmed by Smetana and Cohen in 1956, in their 
studies at the AFIP. The term paragranuloma is not ac
cepted by all pathologists., MarshallJ for example, and 
a good many others of the English school, prefer the term 
lymphoreticular medullary reticulosis for this particular 
histologic type. Actu~ll he-· one fundamental histologic 
change that separates · ~from the other cousins of 
the lymphoma group is the esence of the typical Reed
Sternberg cell. This latter cell has been rather exhaustive
ly studied by electron microscopy and cytochemistry. It 
appears to be identical to the malignant reticulum cell in 
all respects. Convenient differentiation of the Reed-Sternberg 
cell from the megakaryocyte is made by application of the 
Periodic Acid-Schiff (PAS) react i on. The megakaryocyte 
readily stains a vivid red, whereas the Reed-Sternberg cell 
does not take this tint. The cells may appear inseparable 
with ordinary hematoxylin-eosin technics. The cells de
scribed by Sternberg even more closely simulate megakaryocytes. 

Further studies of the paragranu1oma group by Wright 
confirm the better prognostic outlook in longevity for this 
particular group. 

Numerous theories and discussions have been presented 
centering about Hodgkin's disease. For instance Thomson in 
1955 suggested that all such cases originate in the thymus. 
Marshall and Wood, in 1957, immediately came to the rescue 
of British prestige by repudiating such a theory. 

The question arises, "What would we call Hodgkin's 
disease if we didn't have the convenient handle 'Hodgkin's'?" 
Remember Hodgkin did not really describe this exact type of 
disease. We can draw a parallelism with Lugol's solution. 
The National Formulary states the components of Lugol 1s 
solution as indicated in the appended chart. Naming it 
after the ingredients, we would call this an aqueous solution 
of iodine and sodium iodide. Similarly we would probably 
call Hodgkin's disease lymphoreticular sarcoma because 
these elements are· the ingredients of the tumor. In other 
words it is a tissue type tumor - not a cell type tumor such 
as the lymphocytoma type of lymphosarcoma. 
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Similar parallelisms exist in all tumors, particularly 
those of the mesenchymal group. We see, mixed cell types in 
tumors of lung, kidney, uterus, ete,. Classifications of 
the sarcomata generally suffer semantically because the 
benign counterparts of the malignant cells are simply not 
the same cells. Mixed fo,rms are S\lre·ly not uncommon in the 
entire mesenchymal sarcoma group. The patterns of Hodgkin's 
disease, considering the potentialities of the undifferen
tiated reticulum cell,, could be predicted to occur. 

We like to think of tumors as being~ unicellular in 
their derivation, in conformity with a narrow view of 
Virchow's first proposition: "Omnia cellula ex cellula,u 
and that cells are the units of diseases, including tumors,. 
But radical readjustment of this stilted view - probably 
not intended by Virchow - would seem desirable, mainly 
because of the contributions of biochemistry. Sir Roy 
Cameron, in 1858, discussing a century of post-Virchow 
pathology, notes the change resulting from the dismemberment 
of the cell. 

To explain adequately the phenomena we observe in 
tumors of lymph nodes and spleen we must take into aacount 
the differences biochemically in cells that look inherently 
alike in the, perspective of the visible microscope with 
hematoxylin-eosin stains~ . Conversely, the reticuloendo .. 
thelial system is a concept of dove-tailing functions of 
numerous and various cells rather than a tissue composed 
of a single cell element. It is no wonder that tumors found 
in the parameters of' the system will have protean morphologic 
and functional manifestations. The words reticulum and 
endothelial both conjure widely varying functional states. 
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CASE NO. 8 

ACCESSION NO. 9732 

CONTRIBUTOR: Seymour B. Silverman, M.D., 
Phoenix, Arizona. 

DIAGNOSIS: Hodgkin's Paragranuloma 

February 20, 1960 

Histologically this tumor is classic paragranuloma 
as are the other cases shown. The second case is much 
more occult in that the Dorothy Reed cells in the uniform 
pattern of malignant lymphocytes are much more scarce and 
must actually be searched for. Evidence of metamorphosis 
to the granuloma pattern, however, is already occurring. 
Prominent on the list of diseases for differential diag
nosis is the Piringer-Kuchinka change due to toxoplasmosis. 

Nine out of ten cases studied by Wright in 1956 
were recorded as surviving more than five years. Transition 
into granulomatous and sclerotic types of Hodgkin's disease, 
although not inevitable, appears to be a good possibility. 

Attention is also drawn to the 8 cases described by 
Marshall as histiocytic medullary re~iculosis in the 
Journal of Pathology and Bacteriology 71:61J 1956. 



CASE NO. 9 

ACCESSION NO. 10578 

CONTRIBUTOR: Dennis s. Shillam, M.D., 
Pasadena, California. 

February 20, 1960 

DIAGNOSIS: Lymphosarcoma - Lymphoblastoma type? Reticulo
plasmacellular type? 

Histologic fields presented in this case, vary from near 
normal to obviously reactive lymph nodal patterns, to one 
with numerous sarcoidlike granulomatous foci, and to sheets 
of fibrous, tissue. There is present also a marked chronic 
inflammatory cellular reaction which includes numerous 
plasma cells,. 

These striking patterns might persuade one, to overlook 
the obviously malignant portion of these fields, namely, 
sheets and channels of rather monomorphic-appearing malignant 
cells which appear to be of lymphoblastic or reticular' cell 
origin. some appear to be differentiated into, plasma cells 
or tumor-type plasma cells. This becomes more evident in 
the fibrocytic foci. These are not to be confused with the 
inflammatory type plasma cell noted in the inflammatory 
reaction of this node. 

I have no good explanation for the foci of epithelioid 
response here. The reaction reminds one of the type of 
epithelioid reaction found in the initial deposition of the 
abnormal proteins and glycoproteins, such as amyloid. Special 
stains for amyloid are negative as is also the complement 
fixation test for toxoplasmosis. 

It is our opinion that this case is one of malignant 
cellular response in a lymph node, most probably lymphomatous 
rather than carcinomatous. Apparent differentiation into 
reticulo-plasmacellular types is striking. 

Differential diagnoses include· metastatic carcinoma, 
plasma cell myeloma in lymph nodes, sarcoidosis, and granulo
matous type Hodgkin 1 s disease. No, true Reed-Sternberg cells 
are identified to fit the latter disease. We have seen cases 
in the Tumor Registry, however,, that are obviously malignant 
lymphoma but without the identifying Reed-Sternberg cells 
which, at subsequent autopsy, demonstrate metamorphosis into 
typical Hodgkin's granuloma patterns. 

Actually this case is one of the most interesting (as 
well as challe~ng) in this group discussed today. We note 
that our diagnosis, of malignancy in this, node is not shared 
by all of those pathologists having primary diagnostic re
sponsibility and concern with this case. Only time and 
careful follow-up will provide the answers. 
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CASE NO. 10 

ACCESSION NO. 10648 

CONTRIBUTOR: Francis s. Buck, D. O. 
Los Angeles, California. 

February 20, 1960 

DIAGNOSIS: Lymphosarcoma -Hodgkin's sclerosing type 

The histologic patte~n of the surgical resected material 
1s one of intense sclerosis coupled with inflammatory reac
tion with numerous, eosinophile. There are focal areas. of 
abundant lymphocytic aggregates and, by careful search, 
scattered Dorothy Reed type reticulum cells are evident. 
This is a case of sclerosing type Hodgkin's disease as 
becomes abundantly evident with review or the postmortem 
tissues. 

Differential diagnoses include chiefly: sclerosing 
mediastinitis and sclerosing ret.roperitonitis (periureteral 
fasciitis). The slides exemplifying the latter demonstrate 
vasculitis in all its stages including thrombosclerosis. 

It must be remembered that Hodgkin'' s disease· per se 
can cause an adjacent benign fibrosis as a reaction. 

Pertinent references are appended. DeVore· and Doan 
give an excellent discussion of the hereditary aspects of 
Hodgkin's disease. Hawk and Hazard present excellent cases 
and reviews of the subject of sclerosing retroperitonitis 
and mediastinitis. 
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MORTALITY IN HODGKIN11S PARAGRANULOMA, HODGKIN'S GRANULOMA,, 
AND ALL, CONFIRMED CASES, HODGKIN'S DISEASE 

Histologic Type 

Paragranuloma 

Granuloma 

All confirmed cases, 

Per cent Dead 
Seven Years After 

Onset Diagnosis 

20.6 28,.6 

79.1 82.8 

73.1 77'.1 

Table 6 from Smetana & Cohen Blood 11:211, Mar. , l956 

LUGOL' S SOLUTION 

Liquor Iodine ( N. F.) 
Tincture of Iodine ( U. S. P'.) 

Iodine . . . • 41 • • • • 20 Grams ) 
) in 50 cc. purified 

Sodium Iodide . . . • . • . • • • 24 Grams ) H20 

then add Purified H20 to 1000 cc. 
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CASE NO. 11 

ACCESSION NO. 10710 

CONTRIBUTOR: B. G. Fishkin, M.D., 
Los Angeles~ California. 

February 20, 1960 

DIAGNOSIS: Reticulum Cell Sarcoma (Lymphosarcoma) - Anaplastic 
Type 

The histologic pattern of the lymph node resected from 
the abdomen at the time of the laparotomy is obviously one 
of anaplastic reticulum cell sarcoma. Approximately a week 
later a second node, from the axilla, was removed for histo
logic study. 'fhis likewise presents a pattern of reticulum 
cell sarcoma although somewhat less anaplastic in appearance. 
Bone marrow examination also revealed invasion by malignant 
reticulum cells. At no time during the clinical course,, 
however, did the patient shower leukemic cells. Examination 
of postmortem tissues reveals, diffuse reticulum cell sarcoma. 

In our opinion anaplastic types of reticulum cell sar
coma blend with anaplastic types of Hodgkin''s disease (so
called sarcoma-type of Hodgkints disease) and, in their most 
anaplastic features, are indistinguishable. All Grade IV 
anaplastic lymphosarcomatous tissue merges in this group. 

It is Gall's opinion that the term reticulum cell 
sarcoma is loosely used, and that there is a distinct ten
dency for lesions. of inexact histology to be gathered in this 
group. One must be careful to exclude metastatic carcinomata 
or melanomata, such as Case 12 represents. It is Gall's fur
ther conviction that a clear definition for the reticulum 
cell needs to exist. At the present it means all things to 
all men. The term reticulum should be reserved for descrip
tive purposes only, in his opinion, and should not designate 
a concept, a system, a specific element, or a tissue poten
tiality. He proposes that there is no such entity as reticulum 
cell and that reticulum cell sarcoma as reported in the litera
ture consists of a group of conditions related only in that 
they represent primary neoplasms of' hemopoietic tissue. 

Both his~ologic and serum proteinstudies would indicate 
that transitional forms of the reticulum cell in its several 
variations do exist.. Serum protein otud·7.es in malignant 
lymphoma, lymphatic leukemia, reticL·lum aell sarcoma and 
myeloma indica'":e a cellular derivattvn of potential metabolic 
disturbance coumon to the group (Azfi.r) . 
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CASE NO. 12 

ACCESSION NO. 10775 

CONTRIBUTOR: Emmett B. Reilly, M.D., 
Orange, California 

DIAGNOSIS: Melanoma, metastatic 

February 20, 1960 

In the history in this case no mention is made of the 
possibility of there having been a pigmented lesion in skin, 
eye, or elsewhere. 

We had the opportunity to cut this axillary node after 
fixation. The capsule was thickened; there was rather exten
sive hemorrhage into the node, with some lack of' cohesion of 
the tissue elements. 

Microscopically, the pseudo-stalking arrangement of' 
cells suggestive of a reticulum cell sarcoma is evident,, 
However, in other fields ther~e is definite lack of cohesion 
in the cells and the tendency to foliaceous compartmentation 
into tumor cell aggregates. Close inspection of the nucleus 
of the cell, however, is suggestive of carcinoma or melanoma 
rather' than reticulum cell pattern. 

Also noted in the cell aggregates, somewhat removed 
from evidence of hemorrhage, are depositions of fine brown 
pigment dusting. Special stains for iron, hemosiderin and 
melanin reveal that hemosiderin pigmentation is,, in truth, 
present. However silver stains of the intracytoplasmic dust
ing reveals positively black granules,. Both melanin and 
hemosiderin may stain black with silver but this fine intra
cytoplasmic dusting is bleached by permanganate, indicative 
of melanin. 

It is our opinion that this tumor represents metastatic 
melanoma and masquerades as reticulum cell sarcoma. Examina
tion of the bone marrow elements supoorts this view., Close 
inspection. of the nuclei is more sugges,ti ve of metastatic 
melanoma cells rather than in situ malignant reticulum cells. 
Smears of the peripheral blood taken during life reveal, in 
our opinion, leukemoid reaction rather than true leukemia or 
leukemic reticuloendotheliosis. 

This case is a remarkably good illustration of the dif
ficulty in differential diagnosis of melanoma and lymphoma. 
We regret the absence of conclusive proof of primary melanoma 
in this, case , but I am sure the lack of identification of such 
a primary tumor in other cases is an experience common to all 
pathologists. There are other similar cases in our, Tumor 
Tissue Registry. 
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The following four cases are representative of lympho
mata or pseudolymphomata occurring in sites other than 
lymph nodes. and spleen. 

There is no single tissue or system, including the 
central nervous system, that is immune to development of 
lymphoma. The entire spectrum of morphologic lymphomata 
have been described in sites other than lymph nodes and 
spleen. This fact has caused a great deal of difficulty in 
diagnosis of individual cases., In differential diagnosis, in 
prognosis, and in treatment .. 

The occurrence of lymphomata in extranodal sites has 
hampered the classification of lymphomata. 

The tissue in Case 13 appears somewhat related to the 
thymus which has long been a fulcrum of discussion or· 
lymphoma and indeed at the time the case was of current in
terest the diagnosis of thymic choristoma was. suggested. 
(Choristoma -Greek choristos meaning separated - is de
fined as a mass of tissue histologically normal for an organ 
or part of the body other than the site in which it is lo
cated.) 

;In Case 14 the tissue demonstrated is from the stomach 
and is representative of the lesions of lymphoma and pseudo
lymphoma of the gastrointestinal tract. 

Tissue from the orbit ( subconjuncti va) is. presented in 
Case 15. The subject of gastric and conjunct.ival lymphomata 
is raised here because lymphomata in these two regions appear 
to refuse to follow the prognosis of lymphomata arising else
where, and a definitely more favorable outlook may be accorded 
in some of these cases. 

A cutaneous lesion is illustrated in Case 16 and brings 
up the horrible subject of mycosis fungoides. Case 16 is 
representative also of sarcomata of the anaplastic type - that 
group of cases wherein malignant lymphomata, including Hodgkin'' s 
sarcoma, merges as an anaplastic lymphoma. 



CASE NO. 13 

ACCESSION NO. 1784 

CONTRIBUTOR: L. J. Tragerman, M.D., 
Los Angeles, Galifornia 

February 20, 1960 

DIAGNOSIS: Chronic Lymphadenitis (Simulating Thymoma} 

The lesion illustrated arose in the neck, which is 
sometimes the site of growth of apparently normal thymic 
tissue. In our opinion the criteria for the diagnosis 
of lymphadenitis are present. Changes are identical to 
those described by Castleman in distinguishing mediastinal 
lymphadenitis from thymoma. Actually this picture described 
as mediastinal lymphadenitis is seen elsewhere, including 
lymph nodes of neck and axilla. The cursory resemblance 
to proliferating Hasle 1 s bodies represented by the 
sclerosed and sclerosing lymph nodal follicles is evident 
in the histologic appearance of this pseudo-tumor. Today 
the cumbersome classifications of thymomata have been re
placed by the simpler classifications of Castleman and 
Iverson, given below. 

These investigators define thymoma aB a tumor of the 
anterior mediastinum. arising in thymus gland and demonstrating 
various mixtures of cells. It is usually benign in behavior,, 
often encapsulated, and in some cases occurs in patients 
with myasthenia gravis. Lymphomas originating in this loca
tion should not be characterized as thymoma. Those of 
dubious. origin occupying the anterior mediastinum should 
likewise not be included at. the present time. It is Iverson 1 s 
contention that mediastinal thymomas, formerly called thymic 
carcinomas, are in reality mediastinal seminomas. Thymoma 
mus.t be differentiated from reactive hyperplasia of mediastinal 
lymph nodes. Thymomas associated with myasthenia gravis. are 
prominently identified with epi.thelial cells. 

1. Thymomas without myasthenia gravis 

2. Thymomas associated with myasthenia gravis 

3- Seminomatous tumors of the mediastinum 

It is significant that there are no reported cases of 
distantly metastasizing thymomas in. patients who have had 
myasthenia gravis. Thymomas are considered to be non-metas
tasizing but locally extending tumors. 

Functional complications of thymoma, besides myasthenia, 
include red cell aplasia, pancytopenia~, and agammaglobulinemia. 
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TUMORS OF THYMUS 

I Thymoma without myasthenia gravis 

II Thymoma with myasthenia gravis 

Ill Thymolipoma 

IV Thymic cyst 

D/D Hyperplasia of mediastinal lymph nodes 
Malignant lymphoma 
Metastatic carcinoma 
Germinoma and Teratoma 

CASE NO. 13 
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ACCESSION NO. 2073 

CONTRIDUTOR: W. K. Bullock,, M.D. 
Los Angeles , California 

February 20, 1960 

DIAGNOSIS: Chronic Granulomatous, Gastritis (Gastric Ulcer) 
Simulating Hodgkin's Disease 

This is an extremely difficult histologic and cytologic 
pattern to interpret. Clinically, this man had high gastric 
acid values. Grossly there was, present gastric ulceration 
which presented a picture no different than many other 
chronic gastric ulcers and certainly did not sugges.t tumor. 
Examination of the surface mucosa microscopically immediate
ly adjacent to the ulcer reveals marked chronic inflammatory 
cellular reaction with minimal disruption of gastric glandular 
apparatus,. Actually, no tumor cells are discernible in this 
portion of the tissue. There is an undoubted severe chronic 
inflammatory· cellular reaction in and beneath the crater of 
the ulcer and invading the muscular coats of the stomach. 

The disturbing areas in this histologic picture center 
about multiple foci of reticulum cells, some forming giant 
multinucleated form~ up to 6 and. 7 or more nuclei can be 
identified. Double and triple nucleated fo·rms are common .. 
These latter cells congregate in m1croclusters and, generally 
sneaking, occupy the central portions of an inflammatory nodule. 
The rims of the nodules are composed of inflammatory lympho
cytes with generous scatterings of eosinophils. Oil immersion 
objective studies of dozens of these giant cells reveal that 
none, in our· opinion, qualify as the Reed-Sternberg type such 
as would identify this case as Hodgkin's disease. It· is our 
feeling that this is not Hodgkin's disease, but, a pseudo-Hodg
kin 1' s, pattern. What is actually taking place here is a meta
morphosis of reticulum cells into fibroblas.ts, and fibrocytes. 
Such a me.tamorphosis has been observed experimentally and in 
inflammatory states, by direct window observation. (See John 
Rebuck's diagram in the Introduction). 

Unfortunately we did not benefit by autopsy in this 
case. The patient lived several years after his gastrectomy 
without, Clinical evidence of lymphoma, according to his at
tending physician. 

Actually the over-all pattern here is extremely deceiv
ing. There is not pleomorphism of the nuclei; rather there 
is pleomorphism of cellular types with transitions into fibro
cytes. Mitotic figures are present, but are extremely sparse. 
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Generally speaking, blood vessel walls and neuropathways 
are not invaded in such manner as might be expected in tumor. 

Helwig, who has had vas,t experience with gastrointes
tinal tumors, indicates, in a personal communication,, that 
he has not seen true Hodgkin's disease primarily involving 
stomach. He classifies lymphomatous and pseudolymphomatous 
lesions of stomach thusly: 

(1) Reactive and benign, with or without ulcer 

(2) Questionable malignant vs. questionable benign -
true borderline cases 

( 3) Malignant without nodal involvement 

(4) Malignant with nodal involvement 

(5.) Those associated with diffuse disease. 

A sixth group could be added to complete the spec,trum: 

Is it lymphoma or is it carcinoma or carcinoid? 

There is considerable literature, chiefly contributed 
by surgeons, on more favorable prognosis of lymphoma of the 
stomach (not applicable to sites elsewhere in the gastroin
testinal tract). such ref'erences are appended in the biblio
graphy. 

The gastrointestinal tract, from the oral salivary 
glands to the anus, is the site of numerous lesions charac
terized by lymphocytic or lymphomatous elements - witness 
benign and malignant lymphoepithelioid (lymphoductal) 
tumors of salivary glands, lesions of stomach annotated 
above, cholecystitis follicularis, pseudoleukemia of 
Bricquet (Ewing's fourth edition), and benign lymphocytic 
tumors of the rectum. 

Our present case is chosen to represent the interesting 
though difficult diagnostic features of these lesions. In
cidentally this case was demonstrated and discussed at a 
previous state conference with the same sharp difference of 
opinion in reference to benignancy or malignancy of this 
lesion. 
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ACCESSION NO. 10620 

CONTRIBUTOR: Doris L. Herman,, M. D., 
Los Angeles, California 

February 20, 1960 

DIAGNOSI8: L~mphosarcoma (lymphoblastoma type) subconjunctival 

The histologic appearance in this case is one of lympho
sarcoma, lymphoblastoma type. The lesion involved both eyes. 
There was evidence of diffuse disease in this particular pa
tient. 

Lymphatic tracts have not been described within the 
bulb. However, lymphoma does occur in ~he bulb and, when it 
does, usually occurs in relationship to the iris near the 
ora serrata. Lymphoma of the eye may involve one eye or may 
be bilateral, and may involve conjunctiva or subcon~unctival 
tissues. When lymphoma of the eye occurs it may be (1) the 
only evidence of lJrmphoma, (2) precede the diffuse disease, 
or (3) appear in the orbit after lymphomatous disease has 
been diagnosed elsewhere. 

When lymphoma of the eye is the only evidence of the 
disease, the prognosis is definitely more favorable than that 
of lymphoma of any other site. According to Forrest, in 
1948., 10 per cent of orbital tumors are lymphoma. Schultze 
and Heath reported that of 1600 lymphomata only 3.1 per cent 
were orbital or subconjunctival. McGavic, in 1943, reported 
that only 1 in 21 cases was within the globe; he felt that 
lymphoma diagnosed initially in the orbit progressed to become 
diffuse and that this would occur usually within one and a 
half years - this was the case in 12 of his 18 reported cases. 
Patients alive and without disease have been reported as long 
as 19 and 11 years after the initial diagnosis. Of' 5 cases, 
4 were alive two to four years. 

Givner describes a treatment of lymphoma of the eye 
using ColeY''s vaccine. Coley states that 50 per cent of' 
patients with reticulum cell sarcoma treated with x-ray and 
vaccine lived five years. Present day treatment of lymphoma 
in the region of the orbit includes radiation with strontium-90 
applicators. 

Complications of treatment include keratitis and cataract,. 
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ACCESSION NO. 10656 

CONTRIBUTOR: George J Hummer, M.D. 
Santa Monica, California 

February 20, 1960 

DIAGNOSIS: Lymphosarcoma - Anaplastic Type 

Histologically no diagnosis other than anaplastic 
lymphoma could be made on the skin biopsy available in this 
case. Prognosis was considered most unfavorable,, since the 
average length of life from date of diagnosis of anaplastic 
lymphoma is established as being measured in months, i.e., 
less than one year. Our patient pretty well fitted this 
category from both a histologic standpoint and prognosis, 
even though. the initial complaint was merely "an insect 
bite" or a pimple on the skin. The histologic pattern of 
the abdominal lymph nodes as examined at postmortem is 
that of highly anaplastic lymphosarcoma. There was no evi
dence of involvement of bone marrow either during life or 
at the postmortem examination . 

The importance of correlating data derived from histo
logic examination of the tissue with the gross, clinical ap
pearance and distribut.ion of lesions, in the intact patient 
might be emphasized here . This truism applies to diagnosis 
of lymphoma of skin as well as to other dermatoses. 

The subject of lymphoma of skin vs. mycosis fungoides 
is a confusing one· ~ It seems logical, however, to attempt 
to clearly separate clinically and histo,logically diagnosable 
entities such as leukemia cutis or the· frank lymphomata s.uch 
as this case represents. On the other side of the spectrum 
the definitely benign dermatidides., including the cases of 
vasculitis which never will develop into lymphoma, should be 
eliminated in the interests of clarifying the status of 
mycosis fungoides. 

Gall in his now famous, discussion of the subject states 
that any one of a considerable number of dermatidides may 
lead, but not always~ to a series of alterations representing 
mycosis fungoides. Diagnosis appears to depend on hindsight 
rather than on oracular~ prophetic foresight. When the cu-. 
taneous lesion assumes the features of an infiltrative plaque 
stage, the progress of tumor advance becomes more nearly in
evitable. The lesions at this stage appear to be pathognomonic 
and are diagnosable. The majority will progress to malignant 
lymphoma, but the type of lymphoma is not uniform. Lesions 
may be limited to the skin or may progress to sys,temic lymphoma. 
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Gall further summarizes the frustrations incident to the 
concept of the reticulum cell and the nonrigid criteria at
tached to this meaningful term. He cites the long-continued 
acrimonious debate which has centered about descripti.ons of' 
size, shape, function, and fate of this much maligned cell 
which has meant everything, to all men. Equal confusion 
exists regarding; the clinical syndrome of mycosis fungoides 
which is not a mycosis and is not related to fungous diseases . 
.All of the following lesions have been related to the patho
genesis of mycosis f'ungoides: dermatitis: allergic, contac.t, 
exfoliative, herpetiform,, seborrheic, venenata, and neuroder
matitis; eczema, erythema multiforme, erythroderma, iododerma, 
lichen planus, parapsoriasis,, pemphigus, pityriasis rubra 
pilaris, poikiloderma vasculare atrophicans, pompholyx, 
prurigo mitis, psoriasis, ringworm, rupioid syphilis, and 
urticaria. 

Gall cites three somewhat conflicting theories of patho
genesis that obscure the picture of mycosis fungoides: (1) A 
granulomatous inflammatory disorder of the skin which (a) re
mains of this order throughout its course, or (b) is trans
formed into a l ymphoma-like lesion or (c) is transformed into 
frankly evident lymphoma. In rel ation to the two latter 
eventualities there is dispute as to whether these1 occur oc
casionally, usually, or invariably. (2) Malignant lymphoma 
of the skin. which (a) remains restricted to the skin or (b) is 
distributed in skin, lymph nodes and viscera. (3) The cutaneous 
manifestation which is secondary to an underlying systemic 
lymphoma. When lymphoma is eventually established as being 
present, all phases and forms of existing, lymphoma are noted 
from lymphocytoma to leukemia to Hodgkin 1 s forms. Viscera or 
nodes may or may no·t be involved. 

Since the publication of Gall's. article in 1955, the 
trend of articles, r-elating to mycosis fungoides generally fol
lows the path that those cutaneous lesio~s that are lymphoma
like and end up as lymphoma are truly malignant neoplasms 
from the beginning, whereas such lesions as parapsoriasis 
and benign dermatologic, forms generally or only superficially 
closely r•esemble lesions of lymphoma but in reality are not 
neoplasms and never will become neoplasms. Tt!ese latter 
der~atoses, such as parapsoriasis,, lichen nitidus, erythema 
multiforme, etc., generally ~all ~n the angiitis group of 
dermatoses. 

Bluefarb, a dermatologist, rather neatly summarizes the 
opinion of many dermatologists. He believes that mycosis 
fungoides. is a separate entity, namely that of the classical 
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Alibert type·., This entity is not common, and requires dif
ferentiation from a host of benign and malignant entities 
including vasculitis and leukemia . Hindsight appears to be 
helpful. 

Generally speaking, three types of mycosis. fungoides 
are recognized by dermatologists: (1) That occurring during 
the eczematous phase; this may last for years. (2) The plaque 
type s,tage; this is characterized by such lesions as para
psoriasis d 'Emblee. There is some question as. to whether 
this second stage represents. mycosis fungoides at the outset 
or if ever. (3) Frank tumor stage; some of these are repre
sentative of reticulum cell sarcoma. Lesions represented 
in the eczematous phase are fairly numerous, only some of 
which eventually end up as mycosis fungoides, tumor stage 
type.. Lesions representative in Type 2 include parapsoriasis, 
poikiloderma vasculare atrophicans, polycythemia - and some 
people even include Kaposi.' s sarcoma. 

The trend in recent years, from the perspective of both 
pathologists and dermatologists, has been one of· properly 
categorizing, those malignant lesions of skin that are histo
logically distinct, such as our present case represents, and 
categorizing those benign lesions - chiefly in the reactive 
vasculitis group - for exactly what they are. 

The pathologist will find that his chief ally in. the 
maintenance of these open channels is the proper identification 
of the individual cells comprising the 11 infiltrate. 11 The 
presence· or absence of the· abnormal pleomorphic multinucleated 
"reticulum cell 11 (apologies to Dr. Gall) and its closely re
lated cousins will provide the all importaRt cross-roads. 

Parenthetically it may be remarked that the well known 
pathologist and friend of many of us here, Dr. Walter B. 
Cannon, had mycosis fungoides for fourteen years. He also 
had a basal cell carcinoma and a squamous ce11 carcinoma of 
skin. He died of leukemia,. 
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SCHEMA 

PATHOGENESIS OE MYC08IS FUNGOIDES 

Chronic Pruritic· Dermatitis 

CASE, NO. 16 

(Varied Types) 
~~------------~ \ ~- ---------------
i 

No· Change PLAQUE STAGE Recovery 

(Granuloma Fungoides) 
I 
I 
f 

NODULAR STAGE 

~------~(Mycosis Fu~goides) ______________ ~ 

I 
Cutaneous 
Granuloma 

I 

t 
Cutaneous 
Lymphoma 

Systemic 
Lymphoma 

(From GaB, Edward A., Minnesota Med., Oct., 1955) 
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ACCESSION NO. 10698 

CONTRIBUTOR: Harry J. Sacks, M. D. 
Los Angeles, California 

DIAGNOSIS: Anaplastic carcinomatosis 

February 20, 1960 

The vexing problems of diagnosis of Lymphoma vs. 
Carcinoma in several special sites in which they are most 
apt to occur are well known to all pathologists. They most 
frequently center about the sites shown appended in the 
table. To this list can be added the problem of neurocytoma 
of the central nervous system vs. lymphoma of the central 
nervous system. 

In our· opinion Case 17 is one of diffuse anaplastic. 
carcinomatosis with primary origin in the nasopharynx - a 
lymphoepithelioma.t if you will. Careful examination of the 
bone marrow and peripheral blood smears made during life 
would indicate invasion of the bone marrow by carcinoma 
cells, nuclei of which resemble more closely carcinoma than 
reticulum cell sarcoma. A similar· observation was made in 
Case No. 12 of this series. Here again a leUkemoid reaction 
was. present rather than true leUkemic reticuloendotheliosis. 
The his.tologic patterns~ of the postmortem tissues, both on 
an indi,vidual cell basis and on the tissue pattern basis_, 
more nearly f1t carcinoma than diffuse reticuloendotheliosis. 
An outside possibility, but not probability, in differential 
diagnosis would include· angioblastoma_, the latter suggested 
only in light of the reappraisal accorded by Changus, Speed, 
and Stewart of the lesion of long bone which is, in their 
opinion, a mesenchymal tissue closely simulating epithelial 
pattern. 

It is our feeling that the present lesion does not 
qualify as an angioblastic tumor, all things considered. 

Cytochemistry appears to be the· only sure route of 
extraction from the dilemma of proper diagnosis of small 
cell epithelial vs. mesenchymal tumors, which on hematoxylin 
and eosin stains so closely simulate the lymphoma group. 

A partial list of enzymes and chemicals that have been 
used to aid in these problems of cell differentiation include: 
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(list of enzymes and chemicals that have been studied to 
differentiate cells that look similar by hematoxylin and 
eosin stains) 

Oxygen consumption 
Glucose utilization 
Lactic acid production 
The phosphatases, both acid and alkaline 
Beta glucuronidase 
Esterase 
Lipase 
Amylase· 
Proteolytic enzymes. 
Catalase 
Nucleotidase 
Adenosine 
Triphosphatase 
Adenosine triphosphatase and transaminase 
Glyoxalase 
Histam:!.ne 
HepaPin 
Glycogen 
Glucuronic acid 
Trace metals 
Sulfhydryl compounds including, amino acids 

Add to this the contributions of cytographers. utilizing 
the electron microscope.. These contributions are changing 
our long-held misconceptions. 
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IS IT OR ISN'T IT? 

Carcinoma vs. Lymphoma 

CASE NO. 17 

Frequent Problem Sites: 

Pharynx: 

Thyroid: 

Thymus:· 

Lung: 

Entire G.I. 
Tract 

Testicle: 

Skin: 

Pancreas: 

Bone: 

Breast: 

Suprarenals: 

Melanoma: 

"Lymphoepithelioma." 

"Small cell" carcinoma vs. ''thyroiditis" vs. 
lymphoma. 

Thymoma vs. lymphoma vs. reactive. lesions, 
including sclerosis. 

"Oat cell" carcinoma. 

Lymphoma vs. pseudolymphoma of salivary glands, 
stomach, gall bladder, appendix, cecum, rectum, 
"pseudo leukemia of Briquet. " 

Seminoma vs. lymphoma vs. metastases. 

"Mycosis fungoides; 11 lymphoma cutis; leukemia 
cutis; reactive. pseudolymphoma. 

"Small cell1
' carcinoma vs. lymphoma. 

May be insoluble without special stains. 

May enclose the spectrum of lymphoma . 

11Small cell" carcinoma; leukemia. 

Neuroblastoma .. 

In any site vs ., lymphoma. 
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This is a case of eosinophilic leukemia in which the 
patient presented initial symptom of fatigability and 
initial signs of lymphadenopathy. Close examination of 
the histologic pattern of the lymph node reveals eosinophilic 
myelocytes and eosinoph1ls with apparently abnormal nuclei. 
This alone was suggestive of an abnormality of the granulo
cytic series, and bone marrow was suggested. Findings were 
those of remarkable eosinophilia, including presence of 
abnormal nucleated forms. The peripheral blood harbored in 
excess of 75 per cent eosinophils. 

Eosinophilic leukemia is admittedly rare, and only 
less than 30 cases have been reported. There is a high in
cidence of vascular complications. This patient died with 
acute pulmonary thrombotic embolization. 

Differential diagnosis from florid benign eosinophilic 
states must be made clinically and histologically. 

Review of the postmortem tissues in this case thorough
ly substantiates the diagnosis of leukemia. The most im
portant feature is presence of abnormal (leukemic) type 
cells, with abnormal pleomorphic nuclei and patchy vacuolation 
and pleomorphism of cytoplasmic granules in eosinophils of 
blood, bone marrow, and tissue sites. including lymph 
nodes. 

(See article by E. J. Fadell and his colleagues in 
the AM A. Archives of Internal Medicine, volume 99, page 
819' 1957.) 
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DIAGNOSIS: Myeloproliferative Syndrome (Myelosclerosis) 

This is a case of the myeloproliferative syndrome which 
represents a good many of the manifestations of this syndrome
concept of Dameshek. 

The histologic picture of the lymph nodffiis particularly 
deceiving and may be confused with Hodgkin's disease. The 
use of PAS stain to differentiate the megakaryocytes from 
Reed-Sternberg cells is of practical aid in the differential 
diagnosis. The over-all architecture of the lymph node, 
however, is preserved. There is superimposed a pattern of 
extramedullary hemopoiesis. The picture in, bone and bone 
marrow is one of proliferation of all tissues involved in
cluding myeloproliferative myelosclerosis and osseous prolifera
tion. All these changes are represented on the slide. This 
explains why aspiration of the bone marrow in such cases may 
be misleading or nondiagnostic. Actual bone biopsy would 
reveal the osteosclerosis and fibrosis as well as packed 
marrow patterns. 

Carcinoma may simulate myelosclerosis and, with leukemia, 
must be considered in the differential diagnosis. Phosphatase 
studies of leukocytes in peripheral blood is of aid in dif
ferential diagnosis from leukemia. Leukemic cells are low 
or absent in alkaline phosphatase whereas cells of normal and 
agnogenic myeloid metaplastic cases are usually normal or 
only slightly subnormal in phosphatase content., 

The concept of the myeloproliferative syndrome, to in
clude osteosclerosis, myelosclerosis, agnogenic myeloid meta
plasia, polycythemia vera, various leukemic states including 
the eosinophilic and granulocytic leukemia and, finally, 
erythroleukemia of DiGuglielmo, is useful in presenting pos
sible common etiologic and nosologic factors. 

Certain conditions characterized by self-perpetuating 
proliferations of bone marrow elements, and which until re
cently have been separated by rigid barriers of classification, 
are now being looked upon as representing various pictures of 
the, same fundamental process - the myeloproliferative syndrome. 
There is considerable clinical and pathologic evidence to in
dicate that interrelationships exist between polycythemia 
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vera, myeloid metaplasia, and chronic granulocytic leukemia,, 
as well as with acute granulocytic leukemia and acute 
erythremia myelosis (DiGuglielmo Syndrome). It is highly 
probable that the primitive mul tipotential mesenchymal ce,ll 
matures in various directions with the result that proli
feration of both cellular blood elements and a fibrous tissue 
results. The different pictures in each instance would be 
caused by the cellular element predominantly involved, or 
the phase of the disease in which the patient is seen, or 
the acuteness of the process. Fifty-eight cases belonging 
to the chronic myeloproliferative syndrome were examined 
cytochemically for alkaline phosphatase content of' mature 
neutrophils. Patients with polycythemia vera revealed the 
highest enzyme content, whereas those with myeloid meta
plasia fell into two groups: (1) those with high levels, 
and {2) those with normal or lower than normal levels. The 
enzyme was virtually absent in the cells of chronic granulo
cytic leukemia. Therapy had no effect on the alkaline phos
phatase, levels in polycythemia vera and in myeloid metaplasia, 
but in several patients with chronic granulocytic leukemia 
who underwent prolonged remissions the enzyme level returned 
to normal. The return to normal with clinical and cytologic 
evidence of remission is indicative of a good prognosis for 
the remission period. 

The patient,' s, history usually reveals insidious de
velopment of weakness, splenomegaly, weight loss and anemia, 
polycythemia, and a leukemoid blood picture,. Splenomegaly 
may have been noted for months without other symptoms. 
Lymphadenopathy is not a consistent characteristic feature. 
Anemia may or may not be present. Normoblast. and tear drop
shaped erythrocytes, together with leukemoid granulocytic 
series, circulating fragments of megakaryocytes, and abnormal 
platelet forms, all are suggestive of a diagnosis of myelo
fibrosis. The basal metabolic rate and uric acid levels in 
s.erum may be raised. 

Patients with hemolytic processes may benefit by splenec
tomy. In about 50 per cent of cases roentgen examination will 
reveal osteosclerosis. 

Difficulties relating to bone marrow aspiration are 
well known and may' be. misleading,. Actual bone biopsy general
ly reveals much more information. 

Mitus et al have discussed the difficulty in rigidly 
separating agnogenic myeloid metaplasia from chronic granu
locytic leukemia. They studied cells in surgically removed 
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spleens and conclude, in general, that spleens of patients 
with low alkaline phosphatase granulocytes. revealed greater 
cytologic maturity especially in the granulocytic series, 
greater distortion of splenic structure with almost com-
plete disappearance of the lymph follicles, and a striking 
increase of the reticulum fibers and of fibrous tissue. It 
is concluded that cases with low alkaline phosphatase granu
locytes are more advanced in the process of myeloproliferation. 
These cases are similar· to those of chronic granulocytic leu
kemia and differ only in their initial onset. 

These authors conclude that there is possibly a close 
relationship between chronic granulocytic leukemia and myeloid 
metaplasia. Myelofibrosis may exist in any stage of chronic 
granulocytic leukemia and is not necessarily a part of the 
terminal picture. It may exist before therapy for leukemia 
is given. Myelofibrosis may be found during the polycythemic 
and in the spent phase of polycythemia vera. 

A rash of cases of tumor coexisting, with polycythemia 
have appeared recently. Polycythemia has been reported in 
10 cases of renal carcinoma, in. 2 of which there was a long 
hematologic remission following nephrectomy. 

One should suspect the presence of renal carcinoma in 
polycythemia vera as well as subtentorial tumors of the 
central nervous system, as such cases have been reported. 

Myelofibrosis was. first described by Heuck in 1879. 
Secondary myelofibrosis has been reported in osteoporosis, 
osteomalacia, osteopetrosis, polycythemia, metastatic carcin
oma, leukemia, multiple myeloma, Gaucher's disease~ infec
tious processes - especially tuberculosis., chemical poisoning, 
and in a host of other illnesses. 

It is important to differentiate secondary myelofibrosis 
from those associated with agnogenic myeloid metaplasia, a 
primary form of myelosclerosis. 

Aplasia of bone. marrow may be a terminal picture of 
mye,losclerosis. It is rather rare, however. 
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TABLE 1. Results of Examination of Paraffin Sections of 
Aspil:ated Bone Harrow in Malignant Lymphomas 

Diagnos- Sugges~ Benign 
tic tive Granu~ Lymph 

Diagnosis Cases Lesions Lesions lomas Aggregations 

Hodgkin's disease 34 9 5 8 

Lymphosarcoma 

Reticulum cell type 11 6 1 2 

Lymphocytic type 21 6 5 2 

Follicular lympl)oma 6 1 2 1 1 

TOTAL 72. 22 7 7 13 

( F1Lol'v1 pG,c;..s-Ej 
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CONTRIBUTORS: E. R. Lonser, M. D., 
G. G. Hadley, M. D , 
Los Angeles, California. 
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DIAGNOSIS: a. Lipomelanic reticulosis (dermatopathic) 

b. Myeloproliferation (Di Guglielmo) in 
dermatopathic lymphadenitis 

This most remarkable case was, presented in Paris at 
the International Hematologic Meeting in 1954. Essentially 
it is a case of long standing dermatitis with involvement 
of lymph nodes and terminating with the picture of erythro
l eukemia of Di Guglielmo. 

Lymph node biopsy in 1948 is one of lipornelanic reticulosis. 
An axillary node biopsy in 1952 revealed the additional feat
ure of extramedullary hemopoiesis. At this time there was 
manifestation of erythroleukemia, both by peripheral blood 
and bone· marrow examination. 

The pattern of lipomelanj.c reticulosis is now well 
known. These lymph nodes may become quite large and thus clin
ical ly as well as histologically simulate lymphoma. The lipid 
portion that accumulates in the reticulum cel l s of these nodes 
is cholesterol. 

Erythroleukemia is admittedly rare. Differential diag
nosis from histoplasmosis mus,t be made, as suggested by our 
Case No. 5. Use of red-cell survival curves, using radioactive 
isotopes,may be of aid. 

Martin and Bayard of the Mayo Clinic have reported 
5· cases of erytl.1rolet:<.kemi a. There have been an additional 
10 or 15 cases reported. In their view, erythroleukemia is 
a manifestation of the bi -directional expression of uncon
trolled efforts of the common blast cell. 

Leukemic states may be accompanied by disturbances in 
the eryth:::'oid llne just as polycythemic states are accompanied 
by disturbances in the leu..l.cocytes. In the combination of 
poly(!ythemia and leukemia, pleocytosis may be referred to too 
loosely as erythroleukemia. The leuk0mia may be leukopenic 
or nonleukopen::.. c. In polycythemia the erythrocytes may not 
show much evide~1ce of im.'Ua.turity, or acute eryth-r>emia may be 
present;: gradations between these extremes may be encountered. 
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There are two types of erythroleukemia, i.e. acute 
or incomplete, and chronic - which is complete. In the 
chronic form there is an increase in mature and immature 
leukocytes and erythrocytes in the circulating blood. The 
acute form has the same picture except that anemia instead 
of erythremia is present. Most cases reported in the 
literature are of the chronic type. The leukemia may pre
cede, coexist with, or supplant the erythrocytic abnormality 
in the chronic form. Only the coexistent form of the acute 
variety has been described. Subtypes of acute erythroleu
kemia are (1) leukemia which advances to acute erythremia, 
(2) leukemia plus acute erythremia, and (3) acute erythremia 
which passes into leukemia. Subtypes of the chronic form are 
(1) leukemia which passes into polycythemia vera, (2) leUkemia 
plus polycythemia vera, and (3) polycythemia vera which 
passes into leukemia. 

Crowley emphasizes the difficulty in diagnosis between 
severe h€n.olytic anemia and erythroleukemia. Red-cell survival 
curves may be of aid in the differential diagnosis. 
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CASE NO. 21 

ACCESSION NO. 10614 

CONTRIBUTORS:, Daniel Stowens, M. D. 
David Hardwick, M. D .. 
Los Angeles~ California 

DIAGNOSIS: Spherocytic anemia 

February 20, 1960 

This is a case of nonhereditary (?) spherocytic anemia 
with a very typical splenic picture of pulp compartmentation 
of the erythrocytes and vacant splenic sinuses. Differential 
diagnosis from other forms of hemolytic anemia must be made 
with the use of the Coombs and other antibody tests, and 
particularly with the glucose utilization-fragility tests. 
Iron59 utilization curves and red-cell survival curves may 
be of aid in the differential diagnosis. 

The basic defect in the hereditary type is the altered 
metabolism of glucose of the red-cell in vivo~ which can be 
measured in vitro~ and which alters the· f 'ragili ty of the red 
cell subjected to non-iso-osmolar solutions. This fact 
forms the basis of the tests described by Dacie, and modi
fied by Mollison and others, for accurate diagnosis of 
those cases which will benefit by splenectomy.. The. reade·r 
is referred to other sources, e. g., 11 Inborn Errors of 
Metabolism, 111 Year Book Publishers, for details. 

The histologic features of the slirein our study are 
typical, but are shared by a number of diseases exhibiting 
spherocytosis. Other diseases to be considered in differen
tial diagnosis include sicklemia, Mediterranean anemia, 
hereditary eliptocytosis, and familial nonhemolytic . jaundice. 
The latter may represent mild hereditary nonspherocytic 
hemolytic disease. 

Severe clostridial infections have been reported by 
Hadley and others as simulating hemolytic. anemic states~ and 
blood pictures. 
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DIAGNOSIS: Eosinophilic granuloma 
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The lymph node in this case is, quite typical of eosino
philic granuloma. We can assume that similar lesions oc
curred in the bone , but at the time this lymph node biopsy 
was made involvement of the sella turcica was not evident. 
Differential diagnosis between Hodgkin's disease_, the other 
histiocytoses_, and perhaps allergic granulomatosis must be 
made. 

Lichtenstein lends strong support to the concept that 
the conditions previously designated as eosinophilic granu-

n lorna of bone, Letterer-Siwe 1 s disease, Hand-Schuller-Christian 
disease are related manifestations of a single malady. He 
suggests the term Histiocytosis x. 

In general, the more acute the· process, the less de
position of reactive lipid substance in the reactive reticu
lum-endothelial cells. Classification of lipid states is 
appended in the tables. Uzman in particular has. made strik
ing contributions to knowledge of the chemistry of these 
states. For example, the kerasin in Gaucher's disease is 
chemically and tenaciously bound within the cell to form a 
lipoprotein of rather distinctive properties which can be 
separated only by pronounced chemical procedures such as 
boiling with chloroform and methanol. The bond is resistant 
to proteolytic enzymes. This distinctive lipoprotein bond 
must be considered in any future formation of concepts ac
corded to the pathogenesis of Gaucher's disease. The evidence 
that kerasin is firmly· embedded in the mesh of peptide 
coils does not support the concept that the disease may be a 
defect in specifically active glucose or galactose cere
broside enzyme systems. With regard to the ganglioside 
states, including Tay-Sach's disease and gargoylism, there 
is evidence of participation by the reticuloendothelial 
system, but not in the same degree as noted in Gaucher's 
disease or Niemann-Pick disease. Mittwock has described the 
abnormal lymphocytes in gargoylism. She suggests that the 
abnormal lymphocytic inclusions may be of potential use in 
diagnosis as well as in cytochemical studies. 

Alder's anomaly was not seen in gargoylism. This 
anomaly, as described by Alder, is characterized by abnormal 
granules in the leukocytes, particularly the granulocytes; 
clinically, bony abnormalities developed. Reilly, working 
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with Stuart Lindsay and Skahan, also has described cytoplasmic 
leukocytic abnormalities. Gasser's findings of lymphocytic 
inclusions corresponds. Identification of these anomalies in 
the peripheral blood are of diagnostic value, particularly 
if they are noted before onset of obvious clinical manifes
tations, such as at birth. It seems that there may be a 
link between the granules and vacuoles found in the lympho
cytes and the abnormal storage substances isolated from 
spleens and livers such as reported by Uzman in his study 
of storage diseases. Chediak-Higashi syndrome may be re
lated to this group of leukocytic anomalies. 

An excellent brief discussion of the lipidoses by 
Cavanaugh may be found in Marshall's textbook, published in 
1957. Briefly, xanthomatosis is a manifestation of essential 
hypercholesterolemic xanthomatosis, whereas the peculiar 
intrahepatic biliary obstruction syndrome described by 
Thannhauser and Magendantz in 1938 results in hypercholesterol
emia and deposition within the reticulum cells of lymph nodes, 
marrow, and elsewhere. It is representative of the symptomatic 
hypercholesterolemic xanthomatosis group. Essential hyper
lipemic xanthomatosis is a rare, and occasionally familial, 
disorder in which some lipids, particularly the neutral fats, 
are increased enormously for no known reason. Symptomatic 
hyperlipemic xanthomatosis is found in association with 
diabetes mellitus and other more rare metabolic states~ 
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ACCESSION NO. 10727 

CONTRIDUTORS: Albert Hirst, M. D. 
Albert Olson, M. D. 
Los Angeles, California 

February 20~ 1960 

DIAGNOSIS: Intestinal Lipodystrophy (Whipple's) 

Diagnosis was not made clinically in this particular· 
case. 

study of the postmortem tissues revealed intestinal 
lipodystrophy of Whipple.. Characteristic lipid-filled cells 
with occasional reactive giant cells are noted in the epi
gastric lymph nodes. 

Following is a summary of Crane and Aguillar's article 
on obliterative lymphangitis of mesentery in Whipple's disease: 

Two prine !pal anatomic lesions in Whipple's. disease 
are (1) cystic and lipo~ranulomatous involvement of the mesen
teric, lymph nodes., and { 2) thickening of the mucosa of the 
small bowel and infiltration with large foamy macrophages. 

The chief hypotheses of pathogenesis are the chemical 
or metabolic concept which suggests a defect in fat metabo
lism, and the· mechanical inflammatory concept. which proposes 
an obstructive process involving some portion of the efferent 
lymphatic system. 

These investigators describe a single patient with 
Whipple's disease.. Autopsy revealed an intestinal macrophago
cytosis, dilatation of efferent mesenteric lymphatics, chyle 
adenectasis of mesenteric lymph nodes associated with lipo
granulomatosis and obliterative pleuritis and pericardi tie,. 
There was also a chronic proliferative lymphangitis and oblitera
tion of the efferent lymphatic channels at the base of the· 
mesentery. This feature has not been previously described 
and offers strong support for the obstruction concept or 
pathogenesis. The obstructive mesenteric lymphangitis pro-
vides the anatomic basis !or development of the typical 
lesions ot Whipple's disease. The histopathology of sc~eros-
ing lymphangitis is basically similar to other forms of 
chronic vasculitis. With the high incidence of arthritis, 
polyserositis, and endocarditis in Whipple's disease·, this 
supports the. hypothesis of its relation to other so-called 
collagen diseases. 



) 

) 

Case No. 23 Accession No. 10727 Page 2 

Intestinal lipodystrophy must be differentiated 
from isolated lipodystrophy, a form of mesenteric reactive 
tumor. Other lesions to be considered in the differential 
diagnosis include lipoma, liposarcoma, other benign and 
malignant tumors, a systemic variant of Weber-Christian 
disease, systemic nodular panniculitis, sclerosing lipo
granulomatosis, tuberculous mesenteric lymphadenitis, 
traumatic fat necrosis, pancreatic fat necrosis, lipomatosis 
secondary to pancreatic atrophy, lipolymph node, and oleoma 
secondary to mineral oil ingestion. 

Lymph nodes in Whipple's disease demonstrate reticulum 
cell hyperplasia, disappearance of the follicles, hyaline 
changes of the reticulofibers and thickening of the blood 
vessels and of the capillaries. Fibrotic thickening of the 
capsule causes partial obstruction of the marginal and 
medullary sinuses. These early nonspecific changes are 
fo_llowed by cystic dilatation of the lymphatics which contain 
protein substances. PAS positive cells are found characteris
tically within the cysts as well as in intestinal mucosa. 

Changes due to the use of plasma expanders may simulate 
the above-described lymph nodal changes. 

Lipolymph nodes, an accumulation of adult type lipoid 
tissue in the lymph node, may be associated with obesity; 
they may reach rather large size and become palpable in the 
abdomen. 
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DISTINCTIVE PATTERNS OF LYMPH NODES DUE TO ENDOGENOUS 
CONDITIONS 

Amyloidosis 

Hemosiderosis 

Melanosis 

Cystinosis 
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LIPIDOSES. 

CASE NO. 23 

I. Xanthomatosis Associated \-lith Elevated Ser'.lm Lipids. 

a. Essential hypercholesterolemia. 

b. Symptomatic hypercholesterolemia. 

c. Essential hyperlipemia. 

d. Symptomatic hyperlipemia. 

II. Xanthomatosis With Essential Normal Serum Lipids. 

a. Histiocytosis X 

Eosinophilic Granuloma 
Hand-Schuller-Christian Disease 
Letterer-Siwe Disease 

b. Local xanthomatous Reaction. 

III. Sphingosinoses. 

a. With. Prominent Involvement of Reticular Tissue. 

1. Gaucher's Disease - cerebrosidosis. 
2. Niemann-Pick's Diseases - Sphingomyelinosis. 

b. With Little or No Involvement of Reticular Tissue. 

1. Tay-Sachs' Disease. 
2. Gargoylism. 
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CONTRIBUTORS: James E. Kahler, M.D. 
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DIAGNOSIS: Extramedullary Plasmacytoma of Spleen 

Grossly, this unique lesion is tumor and not reactive. 
Histologically we can come to the same conclusion. In that 
portion of the tissue nearly adjacent to the border of the 
tumor there is no cellular reactivity indicative of an 
inflammatory lesion. The tumor is, composed of plasma cells 
of tumor type, some of which appear to be differentiating 
into reticulum and fibrous, variants. 

Primary tumors of spleen are remarkably rare. Extra
medullary plasmacytoma occurring in spleen likewise is very 
rare. 

The clinical-pathologic evaluation of myeloma hinges 
on points noted in the appended table. Cell types that 
appear to be transition forms between plasma cells and 
reticulum cells may exhibit typical myeloma dysproteinemic 
serum electrophoretic patterns. 

Secondary tumors of spleen are not particularly un
common. As would be expected, the more common tumors, such 
as melanoma, cancer of the lung and of' the breast find 
metastatic sites in the spleen. 

Further interesting lesions involving the spleen are 
splenopancreatic fusion, splenogonadal fusion, and 
splenosis - either primary, or secondary to rupture of the 
spleen or splenectomy. Plasmacytoma of lymph nodes occurs. 

Vazquez has recently pinpointed gammaglobulin within 
normal and tumor type plasma cells using fluorescein
labelled antihuman gammaglobulin techniques. 

Dolin and Dewar in 1956 presented an excellent re,view 
article on extramedullary plasmacytoma. They noted that 
surgical therapy may be curative if not palliative. Of 
109 cases followed, 50 patients were alive and symptom-free 
from one to ten years after the diagnosis, which makes a 
survival rate of 45.9 per cent for a one to ten year period. 
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CLINICAL-PATHOLOGIC SPECTRUH OF MYELOMA 

1. Identity as Plasma Cell Tumor 

2. Medullary and Extramedullary 

3 . Dysproteinemia 

a. Abnormal gannna globulin 

4. Dysproteinuria 

5. Amyloid or para-amyloid deposits 

6. Lymphadenopathy and/or Hepatosplenomegaly 

a. Lymphoma (?) 

CASE NO. 24 
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San Francisco, California 

DIAGNOSIS: Chediak-Higashi Syndrome 
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This is a case of Chediak-Higashi Syndrome. studies 
of peripheral blood smears in vivo demonstrate the charac
terist i c intracytoplasmic inclusions of lymphocytes. 

The Ched1ak-Higash1 Syndrome is a lethal familial 
disease with anomalous inclusions in lymphocytes and with, 
constitutional stigmata. All children with this condition 
are fairer than their normal siblings. They have photophobia 
to direct light, hepatosplenomegaly, generalized lymphadeno
pathy, pigmentation of uncovered parts of the body, frequent 
pyogenic infections, abdominal distention, anemia, neutropenia 
and thrombopenia. The polymorphonuclear leUkocytes and 
lymphocytes of the peripheral blood have, anomalous granula
tion and abnormal inclusions. These findings are pathogno
monic. In no other condition do' the peripheral leukocytes 
have similar anomalies. 

Apparently such children have multiple cellular or 
metabolic defects , or both, manifested as abnormalities of 
pigmentation, photosensitivity, and excess sweating. 
Cytologic, alterations of the leukocytes are striking' and 
characteristic, but how they alter function of these cells 
is not known. The severe peripheral granulopenia may be 
due, to the depressed production of myeloid cells. There may 
be abnormal maturation and release of cells or an accelerated 
destruction of these cells. Most likely they have a short 
life span and they are rapidly eliminated from the circulation. 
Predisposition to various infections is probably related to 
the defect of granulocytes. 

The syndrome is probably not as rare as previously 
supposed, and as it becomes familiar, more cases undoubtedly 
wil l be recognized. The disease may be somewhat related to 
gargoylism and to Alder's anomaly. 
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PREfMBLE TO CASES 13, 14, 15, and 16 February 20, 1960 

The following four cases are representative of lympho
mata or pseudolymphomata occurring in sites other than 
lymph nodes and spleen. 

There is no single tissue or system, including the 
central nervous system, that is immune to development of 
lymphoma. The entire spectrum of morphologic lymphomata 
have been described in sites other than lymph nodes and 
spleen. This fact has caused a great deal of difficulty in 
diagnosis of individual cases, in differential diagnosis, in 
prognosis, and in treatment. 

The occurrence of lymphomata in extranodal sites has 
hampered the classification of lymphomata. 

The tissue in Case 13 appears somewhat related to the 
thymus which has. long been a fulcrum of discussion of 
lymphoma and indeed at the time the case was or current in
terest the diagnosis of thymic. choristoma was suggested. 
(Choristoma - Greek choristos meaning separated - is de
fined as a mass of tissue histologically normal for an organ 
or part of the body other than the site in which it is lo
cated.) 

' In Case 14 the tissue demonstrate d! is from the stomach 
and is representative of the lesions of lymphoma and pseudo
lymphoma of the gastrointestinal tract. 

Tissue from the orbit (subconjunctiva) is presented in 
Case 15. The subject of gastric and conjunctival lymphomata 
is raised here because lymphomata in these two regions appear 
to refuse to follow the prognosis of lymphomata arising else
where, and a definitely more favorable outlook may be accorded 
in some of these cases. 

A cutaneous lesion is illustrated in Case 16 and brings 
up the horrible subject of mycosis fungo1des. Case 16 is 
representative also of sarcomata of the anaplastic type - that 
group of cases wherei n malignant lymphomata, including Hodgkin's 
sarcoma, merges as an anaplastic lymphoma. 
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CASE NO. 13 

ACCESSION NO. 1784 

CONTRIBUTOR: L. J. Tragerman, M.D., 
Los Angeles, California 

February 20, 1960 

DIAGNOSIS: Chronic Lymphadenitis (Simulating Thymoma) 

The lesion illustrated arose in the neck, which is 
sometimes the site or growth of apparently normal thymic 
tissue. In our opinion the criteria for the diagnosis 
of lymphadenitis are present. Changes are identical to 
those described by Castleman in distinguishing mediastinal 
lymphadenitis from thymoma. Actually this picture described 
as mediastinal lymphadenitis is seen elsewhere, including 
lymph nodes of neck and axilla. The cursory resemblance 
to proliferating Hasle's bodies represented by the 
sclerosed and sclerosing lymph nodal follicles is evident 
in the histologic appearance of this pseudo-tumor. Today 
the cumbersome classifications of thymomata have been re
placed by the simpler' classificatio-:J.s of Castleman and 
Iverson, given below. 

These investigators define thymoma as a tumor of the 
anter,ior mediastinum arising in thymus gland and demonstrating 
various mixtures of cells. It is usually benign in behavior, 
often encapsulated, and in some cases occurs in patients 
with myasthenia gravis. Lymphomas originating in this loca
tion should not be characterized as thymoma. Those of 
dubious origin occupying the anterior, mediastinum should 
likewise not be included at the present time. It is Iverson's 
contention that mediastinal thymomas, formerly called thymic 
carcinomas, are in reality mediastinal seminomas. Thymoma 
must be differentiated from reactive hyperplasia of mediastinal 
lymph nodes. Thymomas associated with myasthenia gravis are 
prominently· identified with epithelial cells. 

1. Thymomas without myasthenia gravis 

2. Thymomas associated with myasthenia gravis 

3. Seminomatous tumors of the mediastinum 

It is significant that there are no reported cases of 
distantly metastasizing thymomas in patients who have had 
myas.thenia gravis. Thymomas are considered to be non-met as-, 
tasizing but locally extending tumors. 

Functional complications o:f thymoma, besides, myasthenia, 
include red cell aplasia,, pancytopenia-' and agammaglobulinemia. 
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ACCESSION NO. 1784 

TUMORS OF THYMUS 

I Thymoma without myasthenia gravis 

II Thymoma with myasthenia gravis 

III Thymolipoma 

IV Thymic cyst 

D/D Hyperplasia of mediast i nal lymph nodes 
~1alignant lymphoma 
Metastatic carcinoma 
Germinoma and Teratoma 

CASE NO. 13 
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CASE NO. 14 February 20, 19~C 

ACCESSION NO. 2073 

CONTRIBUTOR: W. K. Bullock, M.D. 
Los Angeles, California 

DIAGNOSIS: Chronic Granulomatous Gastritis (Gastric Ulcer) 
Simulating Hodgkin's Disease 

This is an extremely difficult histologic and cytologic 
pattern to interpret. Clinically, this man had high gastric 
acid values. Grossly there was present gastric ulceration 
which presented a picture no different than many other 
chronic gastric ulcers and certainly did not suggest tumor. 
Examination of the surface mucosa microscopically immediate
ly adjacent to the ulcer reveals merked chronic inflammatory 
cellular reaction with minimal disruption of gastric glandular 
apparatus. Actually, no tumor cells are discernible in this, 
portion of the tissue. ~here is an undoubted severe chronic 
inflammatory cellular reaction in and beneath the crater of 
the ulcer and invading the muscular coats of the stomach. 

The disturbing areas in this histologic picture center 
about multiple foci of reticulum cells, some forming giant 
multinucleated forms; up to 6 and 7 or more nuclei can be 
identified. Double and triple nucleated forms are common. 
These latter cells congregate in microclusters and, generally 
speaking, occupy the central portions of an inflammatory nodule. 
The rims of the nodu]es are composed of 1nfla~~atory lympho
cytes with generous scatterings of eosinophile. Oil immersion 
objective studies of dozens of these giant cells reveal that 
none, in our opinion, qualify as the Reed-Sternberg type such 
as would identify this case as Hodgkin's disease. It is our 
feeling that this is not Hodgkin's disease, but a pseudo-Hodg
kin's pattern. What is actually taking place here is a meta
morphosis of reticulum cells into fibroblasts and fibrocytes. 
such a metamorphosis has been observed experimentally and in 
inflammatory states by direct window observation. (See John 
Rebuck's. diagram in the Introduction). 

Unfortunately we did not benefit by autops.y in this 
case. The patient lived several years after his gastrectomy 
without clinical evidence of lymphot:m, according to his at
tending physician. 

Actually the over-all pattern here is extremely deceiv
ing. There is not pleomorphism of the nuclei; rather there 
is pleomorphism of cellular types with transitions into fibro
cytes. Mitotic figures are present, but are extremely sparse. 
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Generally speaking, blood vessel walls and neuropathways 
are not invaded in such manner as might be expected in tumor. 

Helwig, who has had vast experience with gastrointes
tinal tumor~ indicates~ in a personal communication, that 
he has not seen true Hodgkin's disease primarily involving 
stomach. He classifies lymphomatous and pseudolymphomatous 
lesions of stomach thusly: 

(1) Reactive and benign, with or without ulcer 

( 2) Questionable malignant vs. ques.tionable benign -
true borderline cases 

(3) Malignant without nodal involvement 

(4) Malignant with nodal involvement 

(5) Those associated with diffuse disease. 

A sixth group could be added to complete the spectrum: 

Is it lymphoma or is it. carcinoma or carcinoid? 

There is considerable literature, chiefly contributed 
by surgeons, on more favorable prognosis of lymphoma of the 
stomach (not applicable to sites elsewhere in the gastroin
testinal tract). such references are appended in the biblio
graphy. 

The gastrointestinal tract, from the oral salivary 
glands to the anus~ is the site of numerous lesions charac
terized by lymphocytic or lymphomatcus elements - witness 
benign and malignant lyrnphoepitheliold (lymphoductal) 
tumors of salivary glands, lesions elf stomach annotated 
above, cholecystitis follicularis, pseudoleukemia of 
Bricquet (Ewing's fourth edition), and benign lymphocytic 
tumors of the rectum .. 

Our present case· is chosen to represent the interesting 
though dif'ficu:t diagnostic features of these lesions. In
cidentally this case was demonstra·:;2d and discussed at a 
previous state conference with the same sharp difference of 
opinion in reference to benignancy or malignancy of this 
lesion. 
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CASE NO. 15 

ACCESSION NO. 10620 

CONTRffiUTOR: Doris, L. Herman, M. D., 
Los Angeles,, California 

February 20, 1960 

DIAGNOSIS: LJmphosarcoma (lymphoblastoma type) subconjunctival 

The histologic appearance in this case is one of lympho
sarcoma, lymphoblastoma type. The lesion involved both eyes. 
The·re was evidence of' diffuse disease in this particular pa
tient .. 

Lymphatic tracts have not been described within the 
bulb. However, lymphoma does occur in the bulb and, when it 
does, usually occurs in. relationship to the iris near the 
ora serrata.. Lymphoma of the eye may involve one eye or may 
be bilateral, and may involve conjunctiva or subconjunctival 
tissues. When lymphoma of the eye occurs it may be {1) the 
only evidence of lymphoma, (2) precede the diffuse disease, 
or (3) appear in the orbit after lymphomatous disease has 
been diagnosed elsewhere. 

When lymphoma of the eye is the only evidence of the1 
disease, the prognosis is definitely more favorable than that 
of lymphoma of any other site. According to Forrest, in 
1948., 10 per cent of orbital tumors are lymphoma. Schultze 
and Heath reported that of 1600 lymphomata only 3.1 per cent 
were orbital or subconjunctival. McGavic, in 1943, reported. 
that only 1 in 21 cases was within the globe; he felt that 
lymphoma diagnosed initially in the orbit progressed to become 
diffuse and that this would occur usually within one and a 
half' years -this was the case in 12 of his 18 reported cases. 
Patients alive· and without disease have been reported as long 
as 19 and 11 years after the initial diagnosis. Of 5 cases., 
4 were alive two to four years. 

Givner describes a treatment of lymphoma of the eye 
using Coley's vaccine. Coley states that 50 per cent of 
patients with reticulum cell sarcoma treated with x-ray and 
vaccine lived five years. Present day treatment of lymphoma 
in the region of the orbit includes radiation ''lith strontium-90 
applicators,. 

Complications of treatment include keratitis and cataract. 
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CASE NO. 16 

ACCESSION NO. 10656 

CONTRIBUTOR: George J Hummer, M.D. 
Santa Monica, California 

February 20, 1960 

DIAGNOSIS: Lymphosarcoma - Anaplastic Type 

Histo,logically no diagnosis other than anaplastic 
lymphoma could be made on the skin biopsy available in this 
case. Prognosis was considered most unfavorable, since the 
average length of life from date of diagnosis of anaplastic 
lymphoma is established as being measured. in months, i.e., 
less than one year. Our patient pretty well fitted this 
category from both a histologic standpoint and prognosis, 
even though the initial complaint was merely "an insect 
bite" or a pimple on the skin. The histologic pattern of 
the abdominal lymph nodes as examined at postmortem is. 
that of highly anaplastic lymphosarcoma. There was no e.vi
dence of involvement. of bone marrow either during life or 
at. the postmortem examination. 

The importance of correlating data derived from histo
logic examination of the tissue with the gross clinical ap
pearance and distribution of lesions in the intact patient 
might be emphasized here. This truism applies to diagnosis 
of' lymphoma of' skin as well as to other dermatoses. 

The subject of lymphoma of skin vs. mycosis fungoides, 
is a confusing one. It seems logical, however, to attempt 
to clearly separate clinically and histologically diagnosable· 
entitles such as leukemia cutis or the frank. lymphomata such 
as this case represents. On the other side of the spectrum 
the definitely benign dermatidides,including the cases of 
vasculitis which never will develop into lymphoma,, should be 
eliminated in the interests of clarifying the status of' 
mycosis. fungoides. 

Gall in his now famous discussion of the subject states 
that any one of a considerable number of dermatidides may 
l ead but not always, to a series of alterations representing 
mycosis fungoides. Diagnosis appears to depend on hindsight 
rather than on oracular, prophetic :::ore sight. When the cu
taneous lesion assumes the features of an infil trative. plaque 
stage 3 the progress of tumor advance becomes more nearly in
evitable. The lesions at this stage appear to be pathognomonic: 
and are diagnosable. The majority will p~ogress to malignant 
lymphoma, but the type of lymphoma is not uniform. Lesions 
may be limited to the skin or may progress to systemic lymphoma. 
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Gall further summarizes the frustrations incident to the 
concept of the reticulum cell and the nonrigid criteria at
tached to this meaningful term. He cites the long-continued 
acrimonious debate which has centered. about descriptions of 
size, shape, function, and fate of this much maligned cell 
which has meant everything to all men. Equal confusion 
exists regarding the clinical syndrome of mycosis fungoides 
which is not a mycosis and is not related to fungous diseases. 
All of the following lesions have been related to the, patho
genesis of mycosis fungoides: dermatitis: allergic, contact, 
exfoliative, herpetiform, seborrheic, venenata, and neuroder
matitis; eczema, erythema multiforme, erythroderma, lododerma, 
lichen planus, parapsoriasis, pemphigus, pityriasis rubra 
pilaris,, poikiloderma vasculare atrophicans, pompho,lyx, 
prurigo mitis, psoriasis, ringworm, rupioid syphilis, and 
urticaria. 

Gall cites three somewhat conflicting theories of patho
genesis. that obscure the picture of mycosis fungo ides: ( 1) A 
granulomatous inflammatory disorder of the skin which (a) re
mains of this order throughout its course,, or (b) is trans
formed into a. lymphoma-like lesion or (c) is transformed into 
frankly evident lymphoma. In relation to the two latter 
eventualities there is dispute as to whether these occur oc
casionally7 usually, or invariably. (2) Malignant lymphoma 
of the skin which (a) remains restricted to, the, skin or (b) is 
distributed in skin, lymph nodes and viscera. (3) The cutaneous 
manifes,tation which is secondary to an underlying systemic 
lymphoma. When lymphoma !s eventually established as being 
present, all phases and forms. of existing lymphoma are noted 
from lymphocytoma to leUkemia to Hodgkin's forms. Viscera or 
nodes may or may not be involved. 

Sine~ the, publication of Gall''s, article in 1955, the 
trend of articles relating to mycosis fungoides generally fol
lows the path that those cutaneous lesions that are lymphoma
like and end up as lymphoma ~re truly malignant neoplasms 
from the beginning, whereas such lesions as parapsoriasis 
and benign de'l'I'!latolog1c forms, generally or only superfici_ally 
closely resemble lesions of lymphoma but in reality are not 
neoplasms and never will become neoplasms. These latter 
dermatoses, such as parapsoriasis, liche~ nitidus, erythema 
multiforme, etc., generally fall in the angiitis group of 
dermatoses. 

Bluefarb, a dermatologist 7 rather neatly summarizes the 
opinion of many dermatologists. He believes that mycosis 
fungo ides is a separate entity, namely that, of the classical 
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Alibert type. This entity is not common, and requires dif
ferentiation from a hos.t of benign and malignant entities 
including vasculitis and leukemia. Hindsight appears to be 
helpful. 

Generally speaking, three types. of mycosis fungoides 
are recognized by dermatologists: (1) That occurring during 
the eczematous phase; this may last for years. (2) The plaque 
type stage; this is characterized by such lesions as para
psoriasis d 'Emblee. There is. some question as to whether 
this second stage represents mycosis fungoides at the outset 
or if ever. (3) Frank tumor stage; some of these are repre
sentative of reticulum cell sarcoma. Lesions represented 
in the eczematous. phase are fairly numerous, only some of 
which eventually end up as mycosis fungo ides, tumor s.tage 
type. Lesions representative. in Type 2 include parapsoriasis, 
poikiloderma vasculare atrophicans, polycythemia - and some 
people even include Kaposi's sarcoma. 

The trend in recent years,, from the perspective of both 
pathologists and dermatologists, has been one of properly 
categorizing those malignant lesions of skin that are histo
logically distinct, such as our present case represents, and 
categorizing those benign lesions - chiefly in the reactive 
vasculitis group - for exactly what they are. 

The pathologist will find that his chief ally in the 
maintenance of these open channels is the prope·r identification 
of the individual cells comprising the 11 infiltrate. 11 The 
presence or absence of the abnormal pleomorphic multinucleated 
11 reticulum cell 11 (apologies to Dr .. Gall) and its closely re
lated. cousins will provide the all importaBt cross-roads. 

Parenthetically it may be remarked that the well known 
pathologist and friend of many of ug here, Dr. Walter B. 
Cannon, had mycosis fungoides for fuurteen years. He also 
had a basal cell carcinoma and a squamous cell carcinoma of 
skin. He died of leukemia. 
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SCHEMA 

PATHOGENESIS OF MYCOSIS FUNGOIDES 

Chronic Pruritic Dermatitis 

CASE NO. 16 

(Varied Types). 
~------------ ~---------------

No Change PLAQUE STAGE 

(Granuloma Fungoides) 
j 
I 

NODULAR STAGE 

Recovery 

______ _(~Mycosis Fungoides) ______________ ~ 

Cutaneous 
Granuloma 

I 

Cutaneous 
Lymphoma 

s,ystemic 
Lymphoma 

(From Gall, Edward A., , Hinnesota Med .• .Jet.,, 1955) 
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ACCESSION' NO. 10698 

CONTRIBUTOR: Harry J. Sacks,. M.D. 
Los Angeles, California 

DIAGNOSIS: Anaplastic carcinomatosis 

February 20, 1960 

The vexing problems of diagnosis of Lymphoma vs. 
Carcinoma in several special sites. in which they are most 
apt to occur are well known to all pathologists. They mos.t 
frequently center about the sites shown appended in the 
table. To this list can be added the problem of neurocytoma 
of the central. nervous system vs .. lymphoma of the central 
nervous system. 

In our opinion case 17 is one of diffuse anaplastic 
carcinomatosis with primary origin in the nasopharynx - a 
lymphoepithelioma~ if you will. Careful examination of the 
bone marrow and peripheral blood smears made during life· 
would indicate invasion of the bone marrow by carcinoma 
cells, nuclei of which resemble more closely carcinoma than 
reticulum cell sarcoma. A similar observation was made in 
Case No. 12 of this series. Here again a leUkemoid reaction 
was present rather than true leukemic reticuloendotheliosis. 
The histologic. patterns of the postmortem tissues, both on 
an indt vidual cell basis, and on the tissue. pattern basis, 
more nearly fit carcinoma than diffuse· reticuloendotheliosis. 
An outside possibility~ but not probability, in diff'erential 
diagnosis would include angioblastoma, the latter suggested 
only in light of the reappraisal accorded by Changus, Speed, 
and Stewart of' the lesion of long bone which is, in their 
opinion, a mesenchymal tissue closely simulating, epithelial 
pattern. 

It is our feeling that the· present lesion does not 
qualify as an angloblastic tumor, all things. considered. 

Cytochemistry appears to be the only sure route of 
extraction from the dilemma of proper diagnosis of small 
cell epithelial vs. mesenchymal tumors, which on hematoxylin 
and eosin stains so closely simulate the lymphoma group. 

A partial list of enzymes and chemicals that have been 
used to aid in these problems of cell diff'erentiation include·: 
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(list of enzymes and chemicals that have been studied to 
differentiate cells that look similar by hematoxylin and 
eosin stains) 

Oxygen consumption 
Glucose utilization 
Lactic acid production 
The phosphatasesJ both acid and alkaline 
Beta glucuronidase 
Esterase 
Lipase 
Amylase 
Proteolytic enzymes 
Catalase 
Nucleotidase 
Adenosine 
Triphosphatase 
Adenosine triphosphatase and transaminase 
Glyoxalase 
Histamine 
Heparin 
Glycogen 
Glucuronic acid 
Trace metals 
Sulfhydryl compounds including amino acids 

Add to this the contributions of cytographers utilizing 
the electron microscope. These contributions are changing 
our long-held misconceptions., 
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IS IT OR ISN'T IT? 

Carcinoma vs. Lymphoma 

CASE NO. 17' 

Frequent Problem Sites: 

Pharynx: 

Thyroid: 

Thymus: 

Lung: 

Entire G.I. 
Tract 

Testicle: 

Skin: 

Pancreas: 

Bone: 

Breast: 

Suprarenals: 

Melanoma: 

"Lymphoepithelioma ." 

"Small celt' 1 carcinoma vs. 11 thyroiditis 11 vs. 
lymphoma. 

Thymoma vs. lymphoma vs. reactive lesions, 
including sclerosis. 

''Oat cell1
' carcinoma. 

Lymphoma vs. pseudolymphoma of salivary glands, 
stomach, gall bladder, appendix, cecum, rectum, 
11pseudo leukemia of Briquet.'' 

Seminoma vs. lymphoma vs. metastases. 

''Mycosis fungoides,; 11 lymphoma cutis; leukemia 
cutis; reactive pseudolymphoma. 

11Small cell" carcinoma vs. lymphoma. 
May be insoluble without special stains. 

May enclose the spectrum of lymphoma. 

"Small cell" carcinoma; leukemia. 

Neuroblastoma. 

In any site vs. lymphoma. 
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ACCESSION NO. 10615 

CONTRIBUTOR: George J. Hummer', M.D. , 
Santa Monica, California. 

DIAGNOSIS: Eosinophilic leukemia 

February 20, 1960 

This is a case of eosinophilic leukemia in which the 
patient presented initial symptom of fatigability and 
initial signs of lymphadenopathy. Close examination of 
the histologic pattern of the lymph node reveals eosinophilic 
myelocytes and eosinophile with apparently abnormal nuclei. 
This alone was suggestive of an abnormality of the granulo
cytic series, and bone marrow was suggested. Findings were 
those of remarkable eosinophilia, including presence of 
abnormal nucleated forms. The peripheral blood harbored in 
excess of 75 per cent eosinophile. 

Eosinophilic leukemia is admittedly rare, and only 
less than 30 cases have been reported. There is a high in
cidence of vascular complications. This patient died with 
acute pulmonary thrombotic embolization. 

Differential diagnosis from florid benign eosinophilic 
states must be made clinically and histologically. 

Review of the postmortem tissues in this case thorough
ly substantiates the diagnosis of leukemia. The most im.
portent feature is presence of abnormal (leukemic) type 
cells, with abnormal pleomorphic nuclei and patchy vacuolation 
and pJ~eomorphism of cytoplasmic granules in eosinophils, of 
blood, bone marrow, and tissue sites. including lymph 
nodes. 

(See article by E. J. Fadell and his colleagues in 
the A M A. Archives of Internal Medicine, volume 99, page 
819' 195·7 . ) 
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ACCESSION NO. 10617 

CONTRIBUTOR: Richard. D. Lewis, M. D., 
Pasadena, California 

February 20, 1960 

DIAGNOSIS: Myeloproliferative Syndrome (Myelosclerosis) 

This is a case of the myeloproliferative syndrome which 
represents a good many of the manifestations of this syndrome
concept of Dameshek. 

The histologic picture of the lymph nodmis particularly 
deceiving and may be confused with Hodgkin's disease. The 
use of PAS stain to differentiate the megakaryocytes from 
Reed-Sternberg cells is of practical aid in the differential 
diagnosis . The over-all architecture of the lymph node~ 
however, is preserved.. There is superimposed a pattern of 
extramedullary hemopoiesis. The picture in bone and bone 
marrow is one of prolif'eration of all tissues involved in
cluding myeloproliferative myelosclerosis and osseous prolifera
tion. All these changes are represented on the slide. This 
explains why aspiration of the bone marrow in such cases may 
be misleading or nondiagnostic. Actual bone biopsy would 
reveal the osteosclerosis and fibrosis as well as packed 
marrow patterns. 

Carcinoma may simulate myel osclerosis and, with leukemia, 
must be considered in the differential diagnosis. Phosphatase 
studies of leUkocytes in peripheral blood is of aid in dif
ferential diagnosis from leukemia. Leukemic cells are low 
or absent in alkaline phosphatase whereas cells of normal and 
agnogenic myeloid metaplastic cases are usually normal or 
only slightly subnormal in phosphatase content. 

The concept of the myeloproliferat1 ve syndrome, to· in
clude osteosclerosis ~ myelosclerosis, agnogenic myeloid meta
plasia, polycythemia vera, various leukemic states including: 
the eosinophilic and granulocytic leukemia and, finally, 
erythroleukemia of DiGugl ielmo, is useful in presenting pos
sible common etiologic and nosologic factors. 

Cc~tain conditions characterized by self-perpetuating 
prolifer;:J.tions of bone marrow elements, and which until re
cently have been separated by rigid barriers of clabsification, 
are now being looked upon as representing various p:i.c cures of 
the same fundamental process - the myeloproliferative ~yndrome. 
There is considerable clinical and pathologic evidence ~o in
dicate that interrelationships exist between polycytherr~ ·1 a 
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vera, myeloid metaplasia, and chronic granulocytic leukemia, 
as well as with acute granulocytic leukemia and acute 
erythremic myelosis (DiGuglielmo S~~drome). It is highly 
probable that the primitive multipotential mesenchymal cell 
matures in various directions with the result that proli
f 'eration of' both cellular blood e·lements and a fibrous tissue 
results. The different pictures in each instance would be 
caused by the cellular element predominantly involved, or 
the phase of the disease in which the patient is seen,, or 
the acuteness O·f the process. Fifty-eight cases belonging 
to the chronic myeloproliferative syndrome were examined 
cytochemically for alkaline phosphatase content of mature 
neutrophile. Patients with polycythemia vera revealed the 
highest enzyme content, whereas, those· with myeloid meta
plasia fell into two groups: (1) those with high levels) 
and (2) those with normal or lower than normal levels. The 
enzyme was virtually absent in the cells of chronic granulo
cytic. leukemia. Therapy had no effect on the alkaline phos
phatase levels in polycythemia vera and in myeloid metaplasia, 
but in several patients with chronic granulocytic leukemia 
who underwent prolonged remissions the enzyme level returned 
to normal. The return to normal with clinical and cytologic 
evidence of remission is indicative of a good prognosis for 
the remission period. 

The patient's his1tory usually reveals. insidious, de
velopment. of weakness, splenomegaly) weight loss and anemia, 
polycythemia, and a leukemoid blood picture. Splenomegaly 
may have been noted for months without other symptoms. 
Lymphadenopathy is not a consistent characteristic feature. 
Anemia may or may not be present. Normoblast and tear drop
shaped erythrocytes, toge,ther with leukemoid granulocytic 
series, circulating fragments of megakaryocytes, and abnormal 
platelet forms, all are suggestive of a diagnosis, of myelo
fibrosis. The basal metabolic rate and uric acid levels in 
serum may be raised. 

Patients with hemolytic processes may benefit by splenec
tomy. In about 50 per· cent of cases roentgen examination will 
reveal osteosclerosis. 

Difficulties relating to bone marrow aspiration are 
well known and may be misleading. Actual bone biopsy general
ly reveals much more information. 

Mitus et al have discussed the difficulty in rigidly 
separating agnogenic myeloid metaplasia from chroni~ granu
locytic leukemia,, They studied cells in surg1call:v· ren~--ned 
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spleens and conclude, in general, that spl eens of patients 
with low· alkaline phosphatase granulocytes revealed greater 
cytologic maturity especially in the granulocytic series, 
greater distortion of splenic structure with almost com-
plete disappearance of the lymph follicles, and a striking 
increase of the reticulum fibers and of fibrous tissue. It 
is concluded that cases with low alkaline phosphatase granu
locytes are more advanced in the process of myeloproliferation. 
These cases are similar to those of chronic granulocytic leu
kemia and differ only in their initial onset. 

These authors conclude that there is possibly a close 
relationship between chronic granulocytic leukemia and myeloid 
metaplasia. Myelofibrosis may exist in any stage of' chronic 
granulocytic leukemia and is not necessarily a part of the 
terminal picture,. It may exist before therapy for leukemia 
is given. Mye1ofibrosis. may be found during the polycythemic 
and in the· spent phase of polycythemia vera. 

A rash of cases of tumor coexisting with polycythemia 
have appeared recently. Polycythemia has been reported in 
10 cases of renal carcinoma, in 2 of which there was a long 
hematologic remission. following nephrectomy. 

One should suspect the presence of renal carcinoma in 
polycythemia vera as wel l as subtentori al tumors of the 
central nervous system, as such cases have been reported. 

Myelofibrosis was first described by Heuck in 1879. 
Secondary myelofibrosis has been reported in osteoporosis, 
osteomalacia, osteopetrosis, polycythemia, metastatic carcin
oma, leukemia, multiple myeloma, Gaucher's disease, infec
tious processes - especially tuberculosis, chemical poisoning, 
and in a host of other illnesses. 

It is important to differentiate secondary myelofibrosis 
from those associated with agnogenic myeloid metaplasia, a 
primary form of myelosclerosis. 

Aplasia of bone marrow may be a terminal picture of 
myelosclerosis. It is rather rare, however. 
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TABLE 1. Results of Examination of Paraffin Sections of 
Aspi~ated Bone Marrow in Malignant Lymphomas 

Diagnos- Sugges- Benign 
tic tive Granu- Lymph 

D_!agnosis Cases Lesions Lesions lomas Aggregations 

Hodgkin 1 s disease 34 9 5 8 

Lymphosarcoma 

Reticulum cell type 11 6 1 2 

Lymphocytic type 21 6 5 2 

Follicular lymphoma 6 1 _L 1 1 --
TOTAL 72 22 7 7 13 

(,::: t2 o~ ?£A5E) 
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ACCESSION NO., 10728 

CONTRIBUTORS: E,. R. Lonser, M. D., 
G. G. Hadley, M. D , 
Los Angeles, California . 
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DIAGNOSIS: a. Lipomelanic reticulosis (dermatopathic) 

b. Myeloproliferation (Di Guglielmo) in 
dermatopathic lymphadenitis 

This most remarkable case was presented in Paris at 
the International Hematologic Meeting in 1954. Essentially 
it 1s a case of long standing dermatitis with involvement 
of lymph nodes and terminating with the picture of erythro
leukemia of Di Guglielmo. 

Lymph node biopsy in 1948 is one of lipomelanic reticulosis. 
An axillary node biopsy in 1952 revealed the additional f 'eat
ure of extramedullary hemopoiesis,. At this time there was 
manifesta,tion of erythroleUkemia, both by peripheral blood 
and bone marrow examination. 

The pattern of lipomelanic reticulosis is now well 
known. These lymph nodes may become quite large and thus clin
ically as well as histologically simulate lymphoma. The lipid 
portion that accumulates in the reticulum cells of these nodes 
is cholesterol. 

Erythroleukemia is admittedly rare. Differential diag
nosis from histoplasmosis must be made, as suggested by our 
Case No. 5. Use of red-cell survival curves, using radioactive 
isotopes,may be of aid. 

Martin and Bayard of the Mayo Clinic have repo~rted 
5 cases of erythroleukemia. There have been an additional 
10 or 15 cases reported. In their view, erythroleukemia is 
a manifestation of the bi-directional expression of uncon
trolled efforts of the common blast cell. 

Leukemic states may be accompanied by disturbances in 
the erythroid line just as polycythemic states are accompanied 
by disturbances in the leukocytes. In the combination of 
polycythemia and leukemia, pleocytosis may be referred to too 
loosely as erythroleukemia. The leukemia may be leukopenic 
or nonleukopenic. In polycythemia the erythrocytes may not 
show much evidence of immaturit~ or acute erythremia may be 
present; gradations between these extremes may· be encountered. 
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There are two types of erythroleUkemia, i.e. acute 
or incomplete, and chronic - which is complete. In the 
chronic form there is an increase in mature and immature 
leukocytes and erythrocytes in the circulating blood. The 
acute form has the same picture except that anemia instead 
of erythremia is present. Most cases reported in the 
literature are of the chronic type. The leukemia may pre
cede, coexist with, or supplant the erythrocytic abnormality 
in the chronic form. Only the coexistent form of the acute 
variety has been described. Subtypes of acute erythroleu
kemia are (1) leukemia which advances to acute erythremia, 
(2) leukemia plus acute erythremia, and (3) acute erythremia 
which passes into leukemia. Subtypes of the chronic form are 
(1) leukemia which passes into polycythemia vera, (2) leukemia 
plus polycythemia vera, and (3) polycythemia vera which 
passes into leukemia. 

Crowley emphasizes the difficulty in diagnosis bet.ween 
severe hemolytic anemia and erythroleukemia. Red-cell survival 
curves may be of aid in the differential diagnosis. 
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ACCESSION NO. 10614 

CONTRIBUTORS:: Daniel S towens, M. D. 
David Hardwick, M. D. 
Los Angeles, California 

DIAGNOSIS: Spherocytic anemia 

February 20J 1960 

This is a case of nonheredi tary (?) spherocytic anemia 
with a very typical splenic picture of pulp compartmentation 
of the erythrocytes and vacant splenic sinuses. Differential 
diagnosis from other forms of hemolytic anemia must be reade 
with the use of the Coombs and other antibody tests, and 
partiQularly with the glucose utilization-fragility tests. 
Iron5Y utilization curves and red-cell survival curves may 
be of aid in t~e differential diagnosis. 

The basic defect in the hereditary type is the altered 
metabolism of blucose of the red-cell in vivo, which can be 
measured in vitro, and which alters the fragility or the red 
cell subjected to non-iso-osmolar solutions. This fact 
forms the basis of the tests described by Dacie, and modi
fied by Mollison and others, for accurate diagnosis of 
those cases which will benefit by splenectomy. The reader 
is referred to other sources, e. g., 11 Inborn Errors of 
Metabolism,"' Year Book Publishers, for details. 

The histologic features of the slice in our study are 
typical, but are shared by a number of diseases exhibiting 
spherocytosis. Other diseases to be considered in differen
tial diagnosis include sicklemia, Mediterranean anemia, 
hereditary eliptocytosis, and familial nonhemolytie jaundice. 
The latter may represent mild hereditary nonspherocytic 
hemolytic disease. 

Severe clostridial infections have been reported by 
Hadley and others as simulating hemolytic anemic states and 
blood pictures. 
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ACCESSION NO. 8316 
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DIAGNOSIS: Eosinophilic granuloma 

February 20, 1960 

The lymph node in this case i~ quite typical of eosino 
philic granuloma. We can assume that similar lesions oc
curred in the tone .. but at the time this lymph node biopsy 
was made involvement of the sella turcica was not evident. 
Diff'erential diagnosis between Hodgkin's disease, t~1e other 
histiocytoses, and perhaps allergic granulomatosis must be 
made. 

Lichtenstein lends strong support to the concept that 
the conditions previously designated as eosinophilic granu
loma of bone, Letterer-Siwe 1 s disease~ , Hand-Schllller-Christian 
disease are related manifestations of a single malady. He 
suggests the term H l s,tiocytosis, X. 

In ~~ener.<l, the more acute the process, the, less de
position of re:l~tiv~ lipid substance in the reactive reticu-
1 um-endothe~liaj_ cel~s. Classification of lipid states is 
appended ~.n the tab~Les. Uzman in particular has made strik
ing contributions to knowledge of the chemistry of these 
states. For example, the kerasin in Gaucher's disease is 
chemicall~· and tena::iously bound within the ce:ll to form a 
lipoprote~n of rath~r distinctive properties which can be 
separated only by pronounced chemical procedures such as 
boiling with chloroform and methanol. The bond is resistant 
to proteolytic enzymes. This distinctive lipoprotein bond 
must be considered in any future formation of concepts ac
corded to the pathogenesis of Gaucher'' s disease. The evidence 
that kerasin is firmly embedded in the mesh of peptide 
coils does not support the concept that the disease may be. a 
defect in specifically active glucose or galactose cere
broside enzyme systems. With regard to the ganglioside 
states, including Tay-Sach's disease and gargoylism, there 
is evidence of participation by the reticuloendothelial 
system, but not in the same degree as noted in Gaucher's 
disease or Niemann-Pick disease. Mittwock has described the 
abnormal lymphocytes in. gargoylism. She suggests that the 
abnormal lymphocytic inclusions may be of potential use in 
diagnosis as well as in cytochemical studies. 

Alder's anomaly· was not seen in gargoylism. This 
anomaly, as described by Alder, is characteri zed by abnormal 
granules in the leukocytes, particularly the granulocytes; 
clinically, bony abnormalities developed. Reilly, working 
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with Stuart Lindsay and Skahan, also has described cytoplasmic 
leukocytic abnormalities. Gasser 1 s findings of lymphocytic 
inclusions corresponds. Identification of these anomalies in 
the peripheral blood are of diagnostic value, particularly 
if they are noted before onset of obvious clinical manifes
tations, such as at birth. It seems that there may be a 
link between the granules and vacuoles found in the lympho
cytes and the abnormal storage substances isolated from 
spleens and livers such as reported by Uzman in his study 
of storage diseases. Chediak-Higash1 syndrome may be re
lated to this group of leUkocytic anomalies. 

An excellent brief discussion of the lipidoses by 
Cavanaugh may be found in Marshall's textbook, published in 
1957. Briefly, xanthomatosis is a manifestation of essential 
hypercholesterolemic xanthomatosist whereas the peculiar 
intrahepatic biliary obstruction syndrome described by 
Thannhauser and Magendantz in 1938 results in hypercholesterol
emia and deposition within the reticulum cells of lymph nodesJ 
marrow, and elsewhere. It is representative of the symptomatic 
hypercholesterolemic xanthomatosis group. Essential hyper
lipemic xanthomatosis is a rare. and occasionally familial, 
disorder in which some lipids, particularly the. neutral fats, 
are increased enormously for no known reason. Symptomatic 
hyperlipemic xanthomatosis is found in association with 
diabetes mellitus and other more rare metabolic states. 
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CASE NO. 23 

ACCESSION NO. 10727 

CONTRIBUTORS: Albert Hirst, M. D. 
Albert Olson, M. D. 
Los Angeles, Cali£ornia 

February 20, 1960 

DIAGNOSIS: Intestinal Lipodystrophy (Whipple's) 

Diagnosis was not made clinically in this particular 
case. 

Study of the postmortem tissues revealed intestinal 
lipodystrophy of Whipple. Characteristic lipid-filled cells 
with occasional reactive giant cells are noted in the epi
gastric lymph nodes. 

Following is a summary of Crane and Aguillar 1 s article 
on oblite~ative lymphangltis of mesentery in Whipple's disease: 

Two principal anatomic lesions in Whipple's disease 
are (1) cystic and lipogranulomatous involvement of the mesen
teric lymph nodesJ and (2) thickening of the mucosa of the 
small bowel and infiltration with large foamy macrophages. 

The chief hypotheses of pathogenesis a~e the chemical 
or metabolic concept which suggests a defect in fat metabo
lism, and the mechanical inflammatory concept . which proposes 
an obstructive process involving some portion of the efferent 
lymphatic system. 

These investigators describe a single patient with 
Whipple's disease. Autopsy revealed an intestinal macrophago
cytosis, dilatation of efferent mesenteric lymphatics, chyle 
adenectasis of mesenteric lymph nodes associated with lipo
granulomatosis and obliterative pleuritis and pericarditis. 
There was also a chronic proliferative lymphangitis and oblitera
tion of the efferent lymphatic channels at the base of the 
mesentery. This feature has not been previously described 
and offers strong support for the obstruction concept of 
pathogenesis. The obstructive mesenteric lymphangitis pro-
vides the anatomic basis for development of the typical 
lesions of Whipple's disease . The histopathology of scleros-
ing lymphangitis is basically similar to other' forms of 
chronic: vasculitis. With the high incidence of arthritis, 
polyserositis, and endocarditis in Whipple 1 s diseaseJ this 
supports the hypothesis of its relation to other so-called 
collagen diseases. 
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Intestinal lipodystrophy must be differentiated 
from isolated lipodystrophy, a form of mesenteric reactive 
tumor. Other lesions to be considered in the differential 
diagnosis include lipoma, liposarcoma, other benign and 
malignant tumors, a systemic variant of Weber-Christian 
disease, systemic nodular panniculitis, sclerosing lipo
granulomatosis, tuberculous mesenteric lymphadenitis, 
traumatic fat necrosis, pancreatic fat necrosis, lipomatosis 
secondary to pancreatic atrophy, lipolymph node, and oleoma 
secondary to mineral oil ingestion. 

Lymph nodes in Whipple 1s disease demonstrate reticulum 
cell hyperplasia, disappearance of the follicles, hyaline 
changes of the reticulofibers and thickening of the blood 
vessels and of the capillaries. Fibrotic thickening of the 
capsule causes partial obstruction of the marginal and 
medullary sinuses. These early nonspecific changes are 
followed by cystic dilatation of the lymphatics which contain 
protein substances. PAS positive cells are found characteris
tically within the cysts as well as in intestinal mucosa. 

Changes due to the use of plasma expanders may simulate 
the above-described lymph nodal changes. 

Lipolymph nodes, an accumulation of adult type lipoid 
tissue in the lymph node, may be associated with obesity; 
they may reach rather large size and become palpable in the 
abdomen. 
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DISTINCTIVE PATTERNS OF LYMPH NODES DUE TO ENDOGENOUS 
CONDITIONS 

Amyloidosis 

Hemosiderosis 

Melanosis 

Cystinosis 
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LIPIDOSES 

CASE NO', 23 

I. Xanthomatosis1 Associated. With Elevated Serum Lipids. 

a. Essential hypercholesterolemia. 

b. Symptomatic hypercholesterolemia. 

c. Essential hyperlipemia. 

d. Symptomatic hyperlipemia. 

II. Xanthomatosis With Essential Normal Serum Lipids. 

a. Histiocytosis X 

b. 

Eosinophilic Granuloma 
Hand-Schuller-Christian Disease 
Letterer-Siwe Disease 

Local Xanthomatous Reaction. 

III. Sphingosinoses. 

a. \~ith Prominent Invo,lvement of Reticular Tissue. 

1. Gaucher's Disease - cerebrosidosis. 
2. Niemann-Pick's Diseases - Sphingomyelinosis. 

b. With Little or No Involvement of Reticular Tissue. 

L Tay-Sachs' Disease. 
2. Gargoylism. 
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ACCESSION NO. 10740 

CONTRIBUTORS: James E. Kahler, M.D. 
Peter C. Dykstra, M,.D. 
Los Angeles, California 
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DIAGNOSIS: Extramedullary Plasmacytoma of Spleen 

Grossly, this unique lesion is tumor and not reactive. 
Histologically we can come to the same conclusion. In that 
portion of the tissue nearly adjacent to the border of the 
tumor there is no cellular' reactivity indicative of an 
inflammatory lesion. The tumor is composed of plasma cells 
of tumor type, some of which appear tQ be differentiating 
into reticulum and fibrous variants. 

Primary tumors of spleen are remarkably rare. Extra
medullary plasmacytoma occurring in spleen likewise is very 
rare. 

The clinical-pathologic evaluation of myeloma hinges 
on points noted in the appended table. Cell types that 
appear to be' transition forms between plasma cells and 
reticulum ce~lls may exhibit typical myeloma dysproteinemic 
serum electrophoretic patterns. 

Secondary tumors of spleen are not particularly un
common. As would be expected, the more common tumors, such 
as melanoma, cancer of' the lung and of the breast find 
metastatic sites in the spleen. 

Further interesting lesions involving the spleen are 
splenopancreatic fusion, splenogonadal fusion, and 
splenosis - either primary, or secondary to rupture of the 
spleen or splenectomy. Plasmacytoma of lymph nodes occurs. 

Vazquez has recently pi~ointed gammaglobulin within 
normal and tumor type plasma cells u~ing fluorescein
labelled antihuman gammaglobulin techniques. 

Dolin and Dewar in 1956 presented an excellent review 
article on extramedullary plasmacytoma. They noted that 
surg-ical therapy may be curative~ if not palliative. O:f 
109 cases followed, 50 patients were alive and symptom-free 
from one to ten years after the diagnosis~ which makes a 
survival rate of 45-9 per cent for a one to ten year period. 
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CLINICAL-PATHOLOGIC SPECTRUH OF MYELOMA 

1. Identity as Plasma Cell Tumor 

2. Medullary and Extramedullary 

3. Dysproteinemia 

a. Abnormal gamma globulin 

4. Dysproteinuria 

5. Amyloid or para-amyloid deposits 

6. Lymphadenopathy and/or Hepatosplenomegaly 

a. Lymphoma (?) 

CASE NO. 24 



) 

CASE XXIV 

References 

Aherne: J, Clin. Path. 11:326, 1958 
Buzzard, E.M Practitioner 177:142, 1956 
Castleman et al: New Englana-J. Med. 261:1130, 1959 
College of Phys. & Surg.,Columbia University and Presbyterian 

Hospital, New York {Combined Staff Clinic) 
Am. J Med. 23:283, 1957 

Dolin and Dewar: Am--. J. Path. 32:83, 1956 
Halper and Gyorkey: Am. J Clin. Path. 32:165, 1959 
Nelson and Lyons; Cancer 10:1275, 1957--
Polhemus and Schafer: Pediatrics 24:254, 1959 
Putnam, F W : New England J. Mea. 261:902, 1959 
Putscher, w. G., Jr.: Am. J ~ath. 32!!5, 1956 
Tamaki, H.T.: Arch. Path. 46:550, 1~8 
Vazquez: J Lab. & Clin. Mea. 51:271, 1958 



.. 

CASE NO. 25 

ACCESSION NO. 10704 

CONTRIBUTOR: Milton L. Bassis, M. D. 
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DIAGNOSIS: Chediak-Higashi Syndrome 
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This is a case of Chediak-Higashi Syndrome,. studies 
of peripheral blood smears in vivo demonstrate the charac
teristic intracytoplasmic inclusions of lymphocytes. 

The Chediak-Higashi Syndrome is a lethal familial 
disease with anomalous inclusions in lymphocytes and with 
constitutional stigmata. All children with this condition 
are fairer than their normal siblings. They have photophobia 
to direct light, hepatosplenomegaly, generalized lymphadeno
pathy, pigmentation of uncovered parts of the body, frequent 
pyogenic infections,, abdominal distention, anemia, neutropenia 
and thrombopenia. The polymorphonuclear leukocytes and 
lymphocytes of the peripheral blood have anomalous granula
tion and abnormal inclusions. These findings are pathogno
monic. In no other condition do the peripheral leukocytes 
have similar anomalies. 

Apparently such children have multiple cellular or 
metabolic defects,, or both, manifested as abnormal! ties of 
pigmentation, photosensitivity, and excess sweating. 
Cytologic alterations of the leukocytes are striking and 
characteristic, but how they alter function of these cells 
is not known. The severe peripheral granulopenia may be 
due to the depressed production of myeloid cells. There may 
be abnormal maturation and release of cells or an accelerated 
destruction of these cells. Most likely they have a short 
life span and they are rapidly eliminated from the circulation. 
Predisposition to various infections is probably related to 
the defect of granulocytes. 

The syndrome is probably not as rare as previously 
supposed, and as it becomes familiar,, more cases undoubtedly 
will be recognized. The disease may be somewhat related to 
gargoylism and to Alder's anomaly . 
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