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NAME :

AGE:

J. L.

15

SEX:

DECEMBER 7, 1969- CASE NO. 1
Male

RACE:

Caucasian

CONTRIBUTOR:'

Ronald F. Dorfman, M. D.
Stanford Medical Center
Stanford, California

TISSUE, FROM:

Abdominal lymph node

ACCESSION NO. 18081
Outside No. 69-05224

CLINICAL ABSTRACT:

,

History: This 15 year old white male was admitted to the hospital on
May 21, 1969. One week ago he noted onset of painless swelling of both
lower extremities.
Past history: In August 1965, he received 4500 new rads to' a mantle for
stage II-A Hodgkin's disease involving the right neck. He had. done well
since that time with no evidence of disease up to March 10, 1969.

l

PhYsical examination: There was pitting edema of the lower abdominal
wall, extending approximately 5 em. above the symphysis. There was also 4+
pitting edema of the lower extremities. A cluster of ~ em. soft and movable
nodes were located in. the right axilla., Other findings were unremarkable.
Laboratory report: Urinalysis showed 4+ proteinuria with no· red cells
or red cell casts in the urine sediment. The 24 hour urinary excretion of
protein was between 4 and 5 grams. Blood: Serum cholesterol 260, mg/100 ml;
creatinine clearance 66 ccs/minute; alkaline, phosphatase. 17 units. BUN was
normal. WBC 8,800; PCV 36.5%; platelets 490,000.

)

Radioaraph: Chest xray was normal. Inferior vena cavagram demonstrated
a narrowed right ureter just belot~ the renal pelvis, a deformity of the
inferior vena cava just, above the level of the kidneys, and no evidence of
renal vein thrombosis.
SURGERY:

)

At laparotomy on May 27, 1969, three large masses were demonstrated in
the vicinity of the right kidney, right renal vein, right ureter and vena
cava., The right renal vein, right ureter and vena cava were compressed
between two masses, and the superior mass was removed. Biopsy of the bone
marrow and liver were noma! . The spleen was, removed and. it was normal.
Biopsy of the kidney showed minimal change consistent with lipoid nephrosis.

)

)

Page 2

DECEM~ER

7, 1969 - CASE NO. 1

ACCESSION NO. 18081
GROSS PATHOLOGY:
The specimen consisted of a greatly enlarged lymph node, measuring
8 em. in maximal dimension. The capsule was attenuated and was multinodular.
On section, the cut suTface was homogeneous, tan-pink without any areas of
obvious hemorrhage, necrosis or calcification.
COURSE:
Following surgery, the patient diuresed down from 63 kilos to 53
l'i:lograms with complete loss of his peripheral edema. He was scheduled to
start radiation therapy to the abdomen and pelvis.

)

)
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NAME :

AGE:

DECEMnER 7, 1969- CASE No. 2

J. G, S.

51

SEX:

Male RACE:

Caucesian

CONTlJBUTOR:· Ronald F. Dorfman, M. D.
Stan~ord M9dical Center
St$nford ,, California
TISSUE FROM:

ACCESSION NO. 18087
Outside No. 69-01254

Left axillary and cervical lymph nodes

CLINICAL ABSTRACT:

His tog ~ The patient presented with cervical, supraclavicular, axillary
and groin area adenopathy.

)

Past history: The patient's illness dated back to 1963 when he had the
onset of recurring fevers,, malaise, and lassitude of intermittent nature
which eventually culminated in the appearance of massive mediastinal lymph
nodes, several biopsies of which demonstrated, hyaline material in lymph
nodes with associated plasmacytosis, in the same tissues with a concurrent
plasmacytosis in the bone marrow. A course of radiation therapy to the
mediastinal nodes was undertake~ and was completed in February 1965. During
this period, the immunoelectrophoresis of his serum demonstrated an
inereased amount of IgA globulin, but there was no Bence Jones proteinuria.

)

Pllxsical examination revealed movable, nonte'n der and enlarged lymph
nodes iri the aforementioned areas. The nodes ranged from 2 to 7 em. in
greatest dimensions. The abdomen was aoft and nontender, having no palpable
masses present.
Radiograph showed a mediastinal mass.
SURGERY :

On February 6, 1969, excisional b~op~ie~ of the left cervir.al and the
left axillary lymph nodes were performed.

GROSS PATHOLOGY:
The specinu~n consisted of multiple, fragm~ts of soft tissue, 1feighing,
350 gms. The largest specimen measured 7 x 6.5 x 3 em. and the smallest
less than 1 em.

J

'l

)
NAME:

Unknown

DECEMBER 7, 1969 -CASE NO. 3
Caucasian

ACCESSION NO. 18091

CONTRIBU~OR :

Ronald F. DorDman, M. D.
StaQford Hedical Center
Stanford ~ California

Outside No. 67-3073

TISSUE FROU:

Pight submaxillary salivary gland

AGE:

50

Male

SEX:

RACE:

CLINICAL ABSTRACT:

l

)

History: The patient gas first admitted to the, hospital five days
after biopsy of a mass in the right neck which had been interpreted at
another institution as an undifferentiated carcinoma. As a result of this
opinion, a radical neck dissection was planned. F~wever, the biopsy
sections, were reviewed and undifferentiated carcinoma was excluded. A less
extensive surgical procedure was then performed.

)

Physical examination showed a nontender, freely movable mass in the
area of the right submaxillaL~ gland.
No other masses trere noted. Superficial lymph nodes in the neck and elsewhere were not enlarged. Examinatio~
of ears, nose and throat 1-1as not remarkable. The remaindel:' of the physical
examination
revealed no additional abnormalities.
Labo::.:1tory report: Routine serum chemical determinations,. including
total protein, electroly~es, and alkaline phosphatase, were within normal
limits. Hematologic studies and urinalysis we~e normal.
Radi ograph:

Chest x-ray was considered as nonnal.

GROSS PATHOLOGY:
The specimen consisted of ~ rortion of submaxillary glandp measuring
up, to 5 em., together with 12 lymph nodes. A w~ll circumscribed,
hemorrhagic tumor, measurf.ng 2 em. in diameter, tvas present in the inferio:7
posterior aspect of the gland.
COURSE :
Following the diagnosis of the tumor, serum electrophpresis was
performed b~t showed a normal pattern. Sternal bone marrow examination
revealed a slight increase in mature plasma cells (5%) in an otherwise
unremarkable marrow . Six months later, he was still asymptomatic.
Three months later he was admitted fer the second time to the hospital
because he began to note migrc..tory bone pain, particularly involving the
left shoulder and right pos~rior rib cage. On laboratory examination,
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l

serum uric acid was 9.0 mg/100 ml. ~ud the erythrocyte sedimentation rate
was 50 mm/hr. Serum protein electrophoresis and other serum chemi¢al
measurements were within normal limits as were the urinalysis and
hematologic determinations. No abnormal proteins wer~ demonstrated by
immunoelectrophoresis. A radiographic skeletal surv£y showed well circumscribed lytic lesions without marginal sclerosis in the left clavicle~ ribs~
skull, left and right femurs, left radius and left tibia. On sternal bone
marrow examination there \ias only a slight increase in plasma cells. }mny
of these were immature. Therapy with cylophosphamide (300 mg/day) and
allopurinol (300 mg/day) was then begun.

)

Subsequently he had been ex~ned by his physician at monthly intervals.
At the time of his most recent examination, 13 months after the original
excision, he was troubled with intermittent migratory bone pain but was
able to continue working. Urine immunoelectrophoresis at that time was
normal.

)

)

J

)

J

)

)

N.ANE :
AGE:

R. P.
12

DECEMBER 7, 1969- CASE NO. 4

SEX:

J.11ale

RACE:

Caucasian

ACCESSION NO. 18089

CONTRII;iUTOR:

Ronald F. Dorfman, }!. D.
Stanford Medical Center
Stanford, California

Outside No. 67-1246

TISSUE FROM :

Left cervical lymph node

)

CLINICAL ABSTRACT:
History: The patient was admitted on February 7,1: 1967 for evaluation
of a mass in the left side of the neck of six months' duration.

Physical examination revealed a large 4 em. left cervical
and a 2 em. node in the right posterior cervical triangle.

lymph node,

Laboratory repor~: PPD and histoplasmin skin tests were negative.
Atypical PPD skin tests v.cc=
re also negative.
)

Radiograph: Chest film was normal. Carvical spine film revealed a
soft tissue mass in the left inframandibular region.

SURGERY:

)

A left cervical lymph node biopsy was performed on February 8, 1967.
GROSS PATHOLOGY:

Hslf of or previously bissected large lymph node: was received.
lymph node measured 3~ 2 x 2.. 2 x 1.. 3 em.

The

)

FOLLOW-UP:

)

)

In February 25,, l96 7, surgical removal of nasopharyngeal mass which
had caused three•montll history of nasal obstruction without epistaxis,
shewed undifferentiated carcinoma. Patient's postoperative course was
uneventful. He was discharged to be followed in the Outpatient Department

NAME:

AGE:

Unknown

32

SEX:

r!LCEl!BER 7 ,,

Female

RACE:

Ca~casian

CONTRIBUTOR:

Ronald F. Dc:rrfm.an, M. D.
Stanford Medical Center
Stanford, California

TISSUE FROM:

Left axillary lymph node

1~69

- CASE NO. 5

I.CCESS.ION NO , 18090

Outside No. 67-478

CLINICAL ABSTRACT :
History: In early January 1967, she developed acute bilateral enlargement of anterior and posterior cervical lymph nodes, which were moderately
painful. On January 11, 1967, the patient was referred to the University
Medical Center for evaluation. She had always enjoyed excellent health
until October 1966 when she noted the rapid enlargement of bilateral ileafemoral lymph nodes associated with malaise and early fatigability. She
consulted her private physician~ who on physical examination found generalized lymphadenopathy as well as' hepatosFlenomegaly. A complete blood count
and bone marrow examination revealed chronic myelocytic leukemia. She was
started on Myleran (busulfan), and she was maintained on this chemotherapeutic agent almost continuously until December 30~ 1966.
Past history: The past medical history and review of the. system were
unremarkable and noncontributory to the present illness.
Physical examination: ~rpe ·tic lesions were prese;~.t at the right
anterior nares and adjacent to theleft corner of the mouth. There was very
prominent generalized lymphadenopathy most pronounced in the anterior and.
posterior cervical areas bilateJ:ally s an1 the enla:,:-ged lymph, glands were
firm, nodular, and moderately tender to pressure. A grade II/VI systolic
ejection murmur was heard at the cardiac apex. The inferior border of the
liver was1 palpable 8 em., below the right costal margin in the right midclavicular line, and the inferior border of the spleen was palpable 17 em.
beneath the left costal margin :!n the left midclav:f.cular line. The
remainder of the physical examination was normal.
Laboratoey reJ!Ort :: Complete blood count revealed white blood cell
count 11,000/cu. mm., red blo, ·J count 2,500,000/cu. mm., hemoglobin 7.0 gm/
100 ml., platelets 51,000/cu. mm., and reticulocytes 1.5%, and the
differential showed 44% Pelger-Huet cells, 12% metamyelocytes, 34%
myelocytes, 5% promyelocytes, 1% myeloolasts, and 4% lymphocytes. A sternal
bone marro~ aspi~ate was hypercellular with a decreased number of megakaryocytes. The myeloid-erythroid ratio was 5.,7:1. The bone marrow differential
was as, follows: 1% bands, 19% metamyelocytes, 29.5% myelocytes, 31%
promyelocytes, 9% myeloblasts, 1% basophils, 1% eosinophils, 2% lymphocytes,
and 6.5% retit:ulum cells. A leukoc·1tic alkaline phosphatase stain was
scored at 2 (Kaplow's method, normal 10 to 90). Urinalysis, the stool
guaiac determinations, the fasting blood sugar., blood urea nitrogeni
electrolytes, calcium, phosphoro~s, alkaline phosphatase, total bilirubin ,
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serum glutamic oxalacetic transaminase. uric acid, protein-bound iodine,
serum ir~n and unsaturated iron binding capacity, and a quantitative serum
protein electrophoresis were all within normal limits. Both indirect and
direct Coombs' tests were negative. Eight blood cultures and three urine
cultures, taken over the course of the patient ~ s 44 day hospitalization,
showed no growth of microorganisms. Multiple sputum cultures for bacteria,
fungi, and acid-fast organisms all showed no growth of pathogenic organisms.
A chromium-51 red blood cell survival study with liver, splenic and
precardial scanning showed a chromium half-life of 4.6 da.ys with no evidence
of splenic sequestraticn.
Radiograph:
A chest film showed bilateral hilar adenopathy. A skull
series demonstrated a large nasopharyngeal mass. A lymphangiogram demonstrated extensive lymph node enlargement of the superficial inguinal. pelvic~
and retroperitoneal lymph glands. An upper gastrointestinal series, a
barium enema, and an intravenous urogr2m were all normal. A cholecystogram
showed multiple gallbladder stones.
SURGERY:

A left axillary lymph node biopsy was performed on the 5th hospital
day. Lymph node imprints were made at th~ time of the biopsy. These
imprints, stained with Wright•s ar.d supravital stains, demonstrated that
the immature cells were predominantly ruyeloblasts and promyelocytes, and no
reticulum cells were seen.,
GROSS PATHOLOGY :

The lymph node was homogeneous on cut surface with complete replacement
of the normal nodal architecture. The lymph node was pale green~ and the
color f'aded rapidly on exposure to air but could be, restored by the addition
of hydrogen peroxi.de.
COURSE:

The patient's entire 44 day hospital course was characterized by a
hectic febrile course with temperaturee ranging between 101 and 104 F'. Th~
fever was unresponsive to intravenous broad.- spectrum antimicrobial therapy,
ae well as to oral antituberculous therapy . The patient was transfused
with a total of 13 units of packed red blood cells during her hospitalization. She underwer.t. a course of cobalt irradiation therapy to the enlarge.:i
cervical nodes bilaterally, as well as to the nasopharyngeal mass, with th~
total tumor dose to, each area being 1270 r. The nasopharyngeal mass and
cervical lymph nodes promptly regressed following the irradiation therapy.

Page 3
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On Febru<;Jry 20, J.967, ~ha wc:.s sta:rted on 6..Ijlercaptopurine therapy, 200 mg.
daily, because of a rapidly r~sing White blood cell count, and this medica-

tion was co~tinued until the time of her death on February 26, 1967. The
rising l.Thite blood cell count was not associated ~ith a "blastic transformation" in the peripheral blood.

)

)

At autGpsy there were numerous diffuse cutaneous petechiae and
ecchymoses. Multiple dark red papules were present over the lower abdomen
which on cut section were green foci of dermal infiltrate. Prominent
generalized lymphadenopathy was present. There were matted masses of
mediastina~para-aortic, and pelvic lymph nodes.
Macroscopically, all lymph
nodes showed complete replacement by a green tissue associated with focal
hemorrhage. The spleen, which weighed 3500 gm., was firm and showed obliteration of the normal architecture on cut section. The liver weighed 5500
gm., and the lobular pattern was accentuated by a gray-green infiltrate.
The bone marrow was replaced by a gray lnfiltrate, but no destructive
lesions of bone were present. The autopsy, including the cranial contents,
failed to demonstrate the immediate cause of death.

.,
)

NAME:
AGE:

T. S.
13

DEC&1BER 7, 1969- CASE NO. 6
Male

SEX :

CONTRIBUTOR:

nACE:

Caucasian

David B. Dickey, M. L~
California

ACCESSION WO. 18104
Outside No. T-1225-69

Torra~ce~

TISSUE FRO:t-1:

Nasopharyngeal region

'l

CLINICAL ABSTRACT:
History: The patient presented with a polYPoid nasopharyngeal tumor
of several months' duration.
Physical examination:
nasopharyngeal tumor.

On examination, there was a 5 em. polypoid

SURGERY:

An excisional biopsy of the nasopharyngeal mass was performed.
GROSS PATHOLOGY :

The specimen consisted cf 27 grams of firm white homogeneous tissue.

FOLLOW....UP:
Patient developed cervical adr;nopathy shortly after biops~~ was taken.
He is presently receiving radiation therapy and stated to be. "doing very
poorly."

)

NAME:

AGE;

DECEMBER 7, 1969- CASE NO. 7

A. C.

77 SEK:

Female

RACE:

Caucasian

CONTRIBUTOR:

John Gilrane, M. D.
St. Luke Hospital
Pasadena, California

TISSUE FROM:

Mesenteric lymph nodes

A.Cr.ESSION NO. 12216

Cutside No. 2852-61

CLINICAL ABSTRACT:
History: The patient noticed a mass in the right lower abdominal
quadrant about one month prior to hospitalization. He had an abscess opened
about one year ago in this general area.

SURGERY:
A laparotomy was performed on October 30, 1961 which revealed a large,
firm, and bulky tumor in the mesentery of the midportion of the small bowel
together with numerous large adJacent lymph nodes in the root of the
mesentery. The small bowel adjacent to, the tumor was noma!. A segment of
the small bowel and the tumor were excised.

GROSS PATHOLOGY:
The specimen was comprised of a bosselated tumor, oceupying leaves of
The tumor weighed approximately GSO grams, measuring 11 x 12
em. Located along the proximal resection margin of the mesentery was a small
satellite neoplasm, measuring 2.5 em. in diameter. On cut section, the main
body of the tumor presented an encephaloid appearance. Grossly, the segment
of the small intestine was unremarkable.
the mesentery.

FOLLOW-UP:

)

)

The patient expired on January 23, 1962 . 'Xhe immediate cause of the
death was bilateral bronchopneumonia. No residual tumor was found in the
abdomen or elsewhere.

NAME:

AGE:

1

L.

19

K. P.

SEX:

DEC~tBER

Female .RACE:

Caucasian

CONTRIBUTOR:

J. N. Carben:y , U. D'.
Los Angeles, ~alifornia 90057

TISSUE FROM:

Mediastinum

4~CCESS10!~

7,. 1969 - CASE NO. 8
NO •. 18070

Outside! No. S-3558-69

CLINICAL ABSTRACT :

History: While playing basketball, she became
Chest x-ray showed a mediastinal tumor.

breathless~

and fainted.

SURGERY:

A thoracotomy was performed on June 16, 1969 revealed an encapsulated
cystic tumor in the anterior mediastinum.
GROSS PATHOLOGY:·
The specimen consisted of a tumor weighing 330 grams and measuring
15 x 9 x 5.5 em. It had a loose fibrous capsular lining and a firm consistency. Attached to one of the poles of the tumor were several $atellite
nodules, measuring 2 to 3.5 em. in greatest dimension. On cut section , th.::
major tumor was cystic and contained clear-yellow and watery fluid. The
lining of the cyst was gr&iular and showed pale-gray color with focal areas
of hemorrhage . The cyst wall, composing of tan and nodular tissue, varied
from 0.5 to 3 em. in th.ickness.

)

When the patient was last seen on October 10, 1969, she had no evidence
of r£Pidual tumo·t or recurrence of the tumor.,

)

NAME ~

AGE:

)

C. F. K.

60

SEX~

DECEMBER 9, 1969 - CASE NO. 9
I1ale

RACE:

Caucasian

ACCESSION NO. 13981

CONTRIBUTOR:

E. R. Jennings, M. D.
Outside No. 5-6653-64
Memorial Hospital of Loug Beach
Long Beach, California

TISSUE FRm1:

Retroperitoneal lymph nodes

CLINICAL ABSTRACT:
History: A hard irregular mass wa~ found in the left lower quadrant of
the abdomen on a routine physical examination. The patient had no history of
change in bowel habit or rectal bleeding •.

)

Past history: He had several electrical burns over 2/3 of his body in
1956. The h •rns were complicated by bilateral pulmonary emboli. In April
1964, the patient was hospitalized with fractures of the 9th and lOth ribs.
Ute; abdominal mass was not palpable at that time.

l

Laboratory report:
Hematocrit 43.5%; "hemoglobin 14.4 gms; WBC: 6,600
with 63% polymorphonuclear leukocytes, 21% lymphocytes, 13% monocytes, and
2% eosinophils. The urinalysis was negative. The serology was non-reactive.
Radiograph:
to the colon.

Barium enema revealed the abdominal mass was extrinsic

SURGERY:

An exploratory surgery on December 9, 1964 revealed enlarged retroperitoneal nodes, extending up along the aorta. An excisional biopsy of the .
retroperitoneal lymph nodes was pe;·formed.

)

GROSS PATHOLOGY:
The specimen consisted of four· lYlllph nodes,, varying in si~e from 2
to 9 ems. in maximum diameter. 0~ cut section, the lymph nodes vere homogeneous, soft, and tan 'tilth 3 lobular pattern.
COURSE:

He was treated with radiation th~rapy
quadrant and periaortic area in 1964.

eo

the left lower abdominal

FOLLOw-UP:

The patient has no

recurtene~ si~ce

his nost recent surgery in liay 1963,
The mass was diagnosed
recent surgery of 1968, he was treated

at which time a mass was removed frc1m the left axilla.
)

)

)

as malignant lymphoma . After the
by deep x-rays therapy.

mo ~ t

NAME:

AGE:

D. A. S.

18

SEX;

DECEHBER 7, 1969 - CASE NO. 10

Male

RACE:

Unknown

CONTRIBUTOR:

Donald F. Dorfman,, 11. D.
Stanford Hedical Center
Stanford, California

TISSUE FROM:

Lymph node from left axilla

ACCESSION NO. 18083
Outside No. 69-03733

CLINICAL ABSTRACT:
History: This 17 year old boy had a histpry of bilateral cervical and
left axillary lymphadenopathy.

)

Past history= In October 1969 he developeq bilateral cervical adenopathy.
One week after the onset of the adenopathy, herpetic ulcers were noted in the
submandibular and parotid areas, as well as, a small nasopharyngeal cyst.
Biopsies of the right cervical lymph node and nasopharynx were reported as
atypical hyperplasia of the lymp'Q. node and chronic inflammation witb a small
epidermal inclusion cyst of the nasopharynx. No therapy was given and all
symptoms and palpable disease regressed spon ~aneously· . Howeve~ in March
1969, his lymphadenopathy returned and he developed fevers and drenching
night sweats.
Physical examination revealed an alert teenager with numerous har~,
nontender and rubbery lymph nodes in the anterior and posterior' cervical
chains bilaterally. Massive adenopathy in the !ert axilla was also noted.
organomegaly or mass was present in the abdomen.

No

SURGERY:
On April 14, 1969, a left axillary lymph node biopsy was performed.

GROSS PATHOLOGY :

)

The specimen
lymph node tissue
a nodular pattern
of which measured

eonsisted of multiple fragments of previously dissected
measuring 5 cc. in the aggregate. The cut surfaces showed
with white and iirm nodules of varying sizes, the largest
0.4 em. in di&~eter.

COURSE:

J

)

The biopsy of the left axillary lymph node was reported as malignant
tumor, unclassified. Because of the obscure nature of his malignancy, he
continued a thorough evaluatiott including a laparotomy with splenectomy,
liver biopsy, periaortic node biopsy) and bone marrow biopsy. The spleen
showed extramedullary myelopoiesis ant congestive splenomegaly. The liver
biopsy demonstrated extramedullary hematopoiesis. The bone marrow biopsy was
normal. The periaortic nodes showed the same malignant tumory unclassified.
He was started with radiation therapy. He tolerated the treatment poorly.
However, the lymph nodes decreased in size to about a third of their original
size. Because of his worsening general health, th~ radiation therapy was
discontinued. After being discharged from the hospital for home care, he
died on July 6, 1969. No autopsy was obtained.

NAME:

M. D. B.

DE<::FJfBER 7, 1969 - CASE NO. 11

Caucasian

AC'CESSION NO. 18192

CONTRIBUTOR:

Ronald F. Dorfman, 1-1. D..
StanfoJ:"d Medical Cevto:o;
Stanford, California

Outside No. 67-3468

TISSUE FROM:

Lymph node from left a'ltilla

AGE:

15

SEX:

Ua.le

RACE:

CLINICAL ABSTRACT:

)

)

History: The patient Wa$ admitted on April 16, 1967 with the complaint
of asthma. He was in good health unt~l Jan~ary 1967 ~hen he bad fever,
chillst and sore throat which was followed by asthma . A 15 lb. weight loss
was ttoted by the patient. The chest film two days priol' to admission
demonstrated mediastinal enlargement and right pleural effusion. Past
medical history was essentially negative.
Physical examination revealed a pale cachectic and dyspneic white male.
Large lymph nodes were present supraclavicularly. Bilateral wheezes, rales,
and right pleural effusion were elicited in the chest. The abdomen was,
tense but had no tenderness. The liver was down 4 em. The remainder of the
examination was unremarkable.
Laboratory report: Complete blood count demonstrated ~emoglobin 11 gms~ ~
hematocrit 32%, loffiC 4700 with differential count of 4 bands, 84 segmented
cellsJ 10 lymphocytes, and 2 monocytes. Mumps te:st and heterophile were
negative.
SURGERY:

On April 18, 1967, excisional biopsy of the left axillary lymph
performed.

nod~ w~

GROSS PATHOLOGY :

The specimen consisted of a large lymph node which appeared gray~hite
and measured 3 x 3 x 1.5 em . On section, an area of hemorrhage was noted at
one of the poles •
.;,'<COURSE:

J

The patient waa begun on radiation therapy on April 20, 1967 and
:tolerated it well. He was discharged on May 17, 1967 •. On returning on July
26, 1967 for his last admission for the purpose of radiation to pelvic and
abdominal portals, the patient's hemoglobin was 7.5 gms. with white blood
cells 1,700 and platelets 153,000. He bad received a total of 5 units of
blood throughout the course of his illness. Aside from mild weakness, he1
had been essentially asymptomatic until the onset of the abdominal pain and
a disseminated purpura and vesicular rash occurring ten days prior to his
death. His final course was one of increasing obtundity, although the
abdominal pain subsided. He ran a consistent low grade fever. He expired on
August 23, 1967. Post mortem examination was not obtained.

NAME: S. s.
AGE:

42
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SEX:

Male

RACE:

Latit

~0.

12

ACCESSION NO. 18194

l

CONTRIBUTOR,;

Ronald F. Dorfman, M. D.
Stanford Medical Center
Stanford, California

TISSUE FROM:

Segment of ileum

Outside No. 69-07037

CLINICAL ABSTRACT:
History: Patient is a 42-year-old Mexican-American male with an eight
year history of intermittent colicky abdominal pain with diarrhea. Over the
last. three years he had lost 60 lbs, in weight. For the last year, he had
intermittent fever. Since 1968, he had been hospitalized at least five time~
at Stanford Medical Center with a diagnosis of malabsorption. On July 18,
1969, he was admitted with a sudden onset of acute surgical abdomen.
Laboratory report: Pertinent laboratory findings were ESR 45; 72-hour
fecal fat 60 gm in 24 brs; serUill carotene 19 meg%; D-xylose 4.1 gm. excretion
on a 25 gm. loading· dose; serum vitamin Bl2' 125 mg%; serum immunoelectrophoresis demonstrated low IgG, low IgM, and increased IgA (monoclonal).

)

SURGERY :

)

Laparotomy was performed and he was found. to have three perforations i~
the ileum associated with peritonitis. The involved area was resected and
mesenteric lymph node was biopsied.

a

GROSS Pt.fHOLOGY;
The specimen consisted of a segment of ileum, the transve~se diameter
of which measured 3 em. On one lateral aspect, there were three throughand-through perforations, the largest measuring 2. em. in length, the other
two' were indurated and discolored by submucosal hemorrhage. The mucosal
surface of the perforation demonstrated a 3.5 x 2 em. ulcer with a necrotic
center and raised margin.

)

COURSE :

After an uneventful postoperative course, he was· discharged. On Augl.$-t
3, 1969, he again ckveloped acute abdominal pain, and a second laparotomy::
disclosed a further perforation of the ileum, more proximal to the previous
area. Further resection of the involved area was performed. The specimen
consisted of a segment of ileum measuring 5 em. in length. On the lateral
surface, a l em. long perforation was noted. The mucosal surface of the
perforation was located tn the center of an area of brownish discoloration
and apparent necrosis with firm and seemingly infiltrated edges.

)

)

J

..,
NAME:

l

AGE:

l

I. M. H.
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DEC~1~ER
F~ale

SEX:

RACE:

Caucasian

CONTRIBUTOR:

P&ul R. 'rhompsov.t Me D.
St. Luke Hospital
Pasadena, California

TISSUE FROM:

fi6ht neck

~ICAL

A~CESSION

7, 1969- CASE NO. 13

NO. 17906

Outside No. 440-69

ABSTRACT:

History: The patient noted a ma~Sc in 1fll.a. right aubmaxillary area
several weeks ago. In the following WJ!ek, s.h e noted ai.tother mass in the
right supraclavicular area whiCh seemed to increase in size readily.
Past history! The patient had a tonsillectomy 30 years 9go and an
abdominal hysterectomy in 1951.
Physical examination: A mass measuring 4 x & em. in the right supraclavicular fossa was noted. In addition, t~2re were multiple enlarged
axillary and cervical nodes.

)

)

SURGERY:
An excisional biopsy of the enlarged lymph node in the right side of
the neck was performed on Feb~uary 1~, 1969.
GROSS PATHOLOGY:

,

The specimen consisted of an encapsulated and light-pink tumot, measuring
le7 X 1.3 X 0.6 em.

FOLLOW-UP :
The patient''s condition was. stable. Host recently~ she was seen by her
private physician on October 14, 1969 at which time the Bapanicolaou smear
was negative.

)

)

)

1
NAME :

AGE:

l

R. A.

27

DECEHBER 7, 1969- CASE NO. 14

SEX:

Male

RACE:

Caucasian

ACCESSION NO. 12723

CONTRIBUTOR:

E. F. Ducey, M., D.
Community Memorial P~spital
Ventura, California

TISSUE FROH:

Left axilla

Outside No. 62-1922

CLINICAL ABSTRACT:
History: The patient noti9ed a gradual-growing apd painless lump in
the left axilla for ten days prior to admission. Re had no con~omitant
symptom or sign of any systemic disease. Past medical history was nega~ve~ Physical examination was essentially negative except, for a mass in the
left axilla.
Laboratory report:
limits.

l

X-ray report:

Routine hemogram and urinalysis were within normal

Chest

fiJ~

1962 ~

several discrete lymph nodes were removed from

was negative.

SURGERY::

)

)

On October 19,
the left axilla.

GROSS PATHOLOGY:
The specimen consisted of an oval and apparently encapsulated masses,
measuring 6 x 4 em. in axial dimensions. Multiple sectioned surfaces of the
masses revealed partial subdivision into three adherent structures suggesting
lymph nodes. The cut surface of these nodes we:re uniformly pale and highly
cellular with indistinct reticular. subdivisions.

)

FOLLOW-UP:

'

(Infol"IDation received from

s.

K. Abul-Haj, I-1. D.)

The patient vas lastseen on December 4, 1967' by his private physician.
At that time he had had no recurrence ~nd his chest was clear. The patient
received radiation immediately post surgery.

J

)

NAME:
AGE:

F. R. W.
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DECEM.:SER 7 ,, 1969 - CASE NO. 15
Female

SEX :

RACE:

Unknot.'n

CONTRIBUTOR:

Ronald Dorfman, H. D.
Stanford Medical Center
Stanford, California

TISSUE FROM:

Left breast mass

ACCESSION NO. 18085
Outside No . 69-02807

CLINICAL ABSTRACT:

History: The patient had a recurrent lump in the left
papilloma was excised from the breast 2 years ~gn.

br~ast

after a

Physical examination revealed a 3 x 2 x 2 em. firm, nontender and movable
mass in the upper outer quadrant of the left breast.
Radiograph:

Nammograms were negative.

SURGERY:
On

GROSS

t1arch 21 7 1969 ~ a left breast biopsy was perfonned.

PATHOLOG~:

The specimen consisted <>f an irregular portio·,l of tissue surrounded by
fat and connective tissue septae, measuring 5 em. in maximal dimension. The
sectioned surfaces showed irregularly lobulated portion of tan-yellow and
focally hemorrhagic tissue which appeared to have pushed aside the surrounding

fibroareolar tissue.

)

NAME:

AGE:

,

Unknown

2 1/2 SEX:' Male

DECEMBER 7, 1969- CASE NO. 16

RACE:

Negro

CONTRIBUTOR:

Ronald F. Dorfman, H. D.
Stanford Medical Center
Stanford, California 94305

TISSUE FROM:

Lymph node

ACCESSION' NO. 18093
Outside No., 720114-62

CLINICAL ABSTRACT:
History: This African child developed bilateral cervical lymphadenopathy. The child lived in a rural area and was brought to a small community
hospital where a lymph node biopsy was performed. In. view of the unusual
nature of the histologic pattern, the sections were sent to the Institute
for Medical Research in Johannesberg, and following, a definitive diagnosis
arrangements were made for the child to be transferred to the Johannesberg
Hospital. It was, several, weeks before this could be accomplished.

l

l

Physical examination : The child was found to have bronchopneumonia
together with a striking generalized lymphadenopathy.
COURSE:
Before therapy could be instituted, the child died .
AUTOPSY:
There was a remarkable degree of lymph node enlargement involving all
peripheral lymph node areas, intrathoracic, and intra-abdominal lymph nodes .
These were purplish-red in color. The only other sites of involvement of
lymphoid tissue were the Peyer's patches of the terminal ileum. In addition,
the child ~as found to have an acute bronchopneumonia.

)

}

)

)

)

NAME:

Unknown

AGE: 19

SEX:

DECEHBER 7, 1969- CASE NO. 17
Hale

RACE:

Negro

CONTRIBUTOR:

Ronald Dorfman, H. D.
Stanford l1edical Center
Stanford, California

TISSUE FROH:

Cervical lymph node

ACCESSION NO. 18205
Outside No. 12484T-62

CLINICAL ABSTRACT:
History: A 19-year old African boy presented lrfith slo~·:rly increasing
marked painless cervical, postauricular and intraparotid lymphadenopathy of
ten years' duration. The patient was otherwise asymptomatic.
Physical examination:, Aside from the aforementioned lymphadenopathy,
mild enlargement of the axillary lymph nodes: was noted. The other groups of
lymph nodes were unremarkable. The liver and spleen could not be palpated,
Laboratory report revealed leukocytosis with eosinophilia, and hypergammaglobulinemia, with reversed albumin-globulin ratio,
Radiograph:

A chest roentgenogram showed no abnormalities.

SURGERY:

A biopsy of a cervical lymph node was performed.
COURSE:
)

No treatment was instituted. The disease followed a stationary course.
with no evidence of remission or progression. Two years later, the cervical
lymph nodes were still rather enlarged, although the patient remained
asymptomatic.
FOLLOW-UP:
Eight year following the cervical lymph node biopsy, the patient was
still alive.

NAME:

AGE:

E. C. M.

7 SEX:

CONTRIBUTOR:

DECEMBER 7, 1969 - · CASE NO. 18
Hale RACE:

Caucasian

Ronald F. Dorfman, t-1. D.
Stanford Medical Center
Stanford, California

ACCESSION NO. 18193i
Outside No. 69-07306

TISSUE FROM:: Left inguinal lymph node
CLINICAL ABSTRACT:

)

History: The patient presented with left and right inguinal adenopathy of
approximately three weeks' duration. His present problem commenced about five
months prior to admission when he had adenopathy in the neck, both axillae and
groin. After being treated with Iloaone for 25 days plus four-day treatment
with Achromycin the adenopathy subsided. Approximately four weeks prior to the
admission, adenopathy of a similar nature appeared on the right side of' the
neck and he was again treated with Ilosone for about two weeks. However,
before the course of therapy was completed, adenopathy appeared in the left
and right inguinal area.

)

Past historz:
The child was a product of a term pregnancy . The mother
was a 32 year old gravida VII, para IVt and abortion II. She had a generalized. edematous condition for 6 years prior to the birth of the child. She also
had hypothyroidism since age 13 and had been treated with thyroid medication.
Since the early period of tbe infancy, the child had frequently recurrent bouts
of bloody diarrhea which were refractory to dietary alterations up until the
age of 4 years old. He had frequent bilateral suppurative otitis media and
easy bruising since the age of 5 months. He also had chronic mucopurulent
conjunctivitis, chronic rhinorrhea. various food allergies and thrombocytopenia
discovered at tbe age of 18 months. He had been hospitalized numerous times
for bronchitis, varicella with pneumonitis and monoarticular "arthritis. 11
Physical examination revealed scattered and small ecchymoses. No petechiae
or purpura was present. llowever, a small superficial crust of blood was noted
on the lower lip. A few slightly enlarged and nontender lymph nodeB were
present in both anterior cervical chains and bilateral axillary areas. In the
inguinal area on the left, there was one large 5 x J, em. firm, slightly tender
and essentially fixed lymph node felt with a v~ry slightly purplish discoloration to the overlying skin. In the right inguinal area, a few· 1 em. firm and
slightly tender lymph nodes, which were essentially fiXed to the overlying
.s kin, were present. The tympanic membrane on the right was draining slightly
inferiorly with marked thickening and scarring superiorly and posteriorly. The
tymp~ic membrane on the left was similarly disfigured but was less severe in
--~uatu~... The remainder of the physical e:xaminatit.n was essentially unremarkable.
L-a bpratory report:
Hemoglobin was lL 7 gm. ,, hematocrit 36.5%,, WBC 8,900
70%-_,neutrophilst 1% bands, 8% lymphocytes, 7% monoeytes, 12% eosinophile
wi:t h 1 basophile. Platelets were 21,000. Routine urinalysis was within normal
limits. Bleeding time was greater than 25 minutes.
~~b

J
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DECEMBER 7, 1969 - CASE NO. 18
ACCESSION NO. 18193

SURGERY:
On July 25, 1969, an excisional biopsy of the left inguinal lymph nodes
was performed.
l

GROSS PATHOLOGY:
The first portion of the specimen consisted of six fragments totalling
5 cc. and appearing yellow-white with areas of brown discoloration. The
second portion of the specimen consisted of a round and thin slice of tissue
about 2 em. in diameter. It appeared tan with a smooth and glistening capsule.

J

NAME:·

,

AGE:

C. R.
23

DEC~ffiER 7~

Hale

SEX:

RACE:

Caucasian

CONTRIBUTOR:

Harry HcLean, 11. D.
PePaul Hospital
St. Louis, Nissouri

TISSUE FROM:

Supraclavicular mass

1969- CASE NO. 19

Af:CESSION NO. 15307

Outside No. 66- 2264

CLINICAL ABSTRACT:
History: The patient had a mass in the supraclavicular region and
generalized itching of three weeks' duration.
Physical examination revealed a 2 em. nontender, firm and rubbery mass in
the supraclavicular region.
Laboratory report:
normal limits.

Complete; blood

count~

BUN and blood sugar were within

Radiograph: X-ray of the chest revealed a superior mediastinal mass and
left hilar enlargement. IVP~~d abdominal x-rays were negative.
SURGERY:

)

On November 11, 1966, excisional biopsy of a scalene node was carried

out.
GROSS PATHOLOGY:
)

)

The specimen consisted of a lobulated hour-glass shaped mass, 5 ems. in
length, varying from 2 em. to 3 em. in diameter. On section, the mass was firm
and white.

NAME:

AGE:,

P. C.

45

SEX:

DEC~lBER

Hale

RACE:

Caucasian

CONTRIBUTOR ~

D. R. Dickson, M. D.
Santa Barbara Cottage Ho~pital
Santa Barbara, California

TISSUE FROM:

Spleen

7, 1969 - CASE NO. 20

ACCESSION NO. 17806
Outside No. A-68-214

l

CLINICAL ABSTRACT :
History: This 45 year old white male research engineer was readmitted
on October 29, 1968 because of swelling in both inguinal areas. He also had
considerable weakness and weight loss.
The patient was first admitted on September 8, 1968 because of general
malaise of three weeks' duration. Along with the malaise, he had enlarged
right inguinal nodes. He was placed ou antibiotic which afforded some
temporary relief. However, the enlarged inguinal nodes failed to subside
completely. Biopsy of the nodes showed non-specific histiocytic reactive
hyperplasia. He was discharged two days after admission with a continuing
fever of 1010.
On October 4, 1968, he was readmitted because of right abdominal discomfort
of four, weeks' duration. In the interim, it was noted that his fever was still
present. Chest x-ray and IVP were reported as normal. Hemoglobin 12.5 gms;
WBC 9~345 with 81 segs, 9 lymphs, 8 monos, and 2 eosinophils. Urinalysis and
chemistry panel were normal except for an albumin of 3.1 gm.%. Exploratory
laparotomy was performed on October 7 where fibrous retroperitonitis was
discovered involving the aorta. Histologic diagnosis was sclerosing retroperitonitis. The post-operative course ~as uneventful. He was placed on
Decadron and was discharged afebrile on October 18.

)

Past medical history was non-contributory .
Physical examination revealed a white male patient, having multiple areas
of swelling in the lymph node bearing areas. He also, had petechiae and
ecchymosis. The liver was enlarged.
Laboratory report: Terminal laboratory findings were as follow: WBC was
46,850 with 83 segs, 13 bands, 1 meta and J, lymphs. Alkaline phosphatase ~as
66 KAU; total bilirubin 16.5 mg/100 ml; indirect bilirubin 9.4 mg/100 ml.
Radiograph: X-ray of the abdomen s i1.owed the liver to be increased in size.
Chest x-ray was normal.

)

)
)
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DECEMBER 7, 1969- CASE NO. 20
P..CCESSION NO. 17806

COURSE:
T~rminally he became jaundiced.
and he expired on November 15, 1968.

ais course was progressively downhill

AUTOPSY:
There was pronounced neoplastic infiltration involving the majority of
lymph nodes, the liver, spleen w1th lesser infiltrates in the stomach and in
the kidneys.

)

J

)

)

NAME:
AGE:

J. G.
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DECB!1BER 7 ,, 1969 - CASE NO., 21

SEX:

Female

RACE:

Cauc<JSian

CONTRIBUTOR:

Paul R. Thompson, M. D.
St. Luke Hospital
Pasadena. California

TISSUE FROH:

Retroperi toneal mass

ACCESSION NO.

11160

Outside No. 2221-60

CLINICAL ABSTRACT:
History: The patient stated that she r~d pain at the right costal margin
since June 1960. The pain was referred to the back ou the right side.
Past medical history was noncontributory except that he had "lots of gas 11
all of her life.
Physical examination revealed a tender palpable firm mass at the right
costal margin that moved with respiration questionably thought to be gallbladder.
The remainder of the examination was unremarkable.
Laboratory report:

Hemoglobin 12. 6 gms. with a leukocytosis of 15,,200;
Urinalysis was

70% neutrophils of which 7%, were stabsr~ but no eosinophils.

negative.
X-ray report:

Cholecystography and barium enema were essentially normal.

SURGERY:
A laparotomy was performed on August 3, 1960 which revealed a palpable
retroperitoneal mass, approximating 6 to 8 em. in its greatest dimension. It
was located beneath the gallb l adder, extending to the area of the head of the
pancreas.
GROSS PATHOLOGY :
The specimen consisted of two oval shaped, flattened segt11ents· of tissueJ
gray-white in color. These segments measured. 5 em. in diameter and averaged
1.5 em. in greatest thickness. The sectioned surfaces showed lobulated
segments of gray-white tumor tissue.

,
Page 2
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DECE~ffiER

7, 1969- CASE NO. 21

ACCESSION NO. 11160
COURSE:
The patient made an uneventful postoperative recovery. She returned to
the hospital in pre-terminal condition on November 1, 1960. During the
intervals, she had been given intensive x-ray therapy to the abdomen but the
disease showed no evidence of improvement or palliation. At the time of her
last admission she was cachetic, weighing approximately 90 lbs. and disclosing
a marked normochromic anemia of 8.6 grams with relatively normal leukocyte
count and no eosinophils. Her course was progressively downhill until she
finally expired on November 9, 1960.

,

A~ autopsy generalized lymphoma was found, involving supraclavicular,
hilar, peri-aortic and right common iliac lymph nodes, the spleen, lungs,
and the liver.

)

)

)

)

NAME:
AGE:

A. W.
18

SEX :

DECEMBER 7 9 1969' - CASE NO. 22
Hale

RACE:

Caucasie.u

ACCESSION NO. 18207

CONTRIBUTOR:

Ronald Dorfman, 1-1. D.
Stanford Med~cal Cente~
Stanford, California

TISSUE FROM :

Tumor masses on peritoneal surfaces?'

Outside No. 569-1183

CLINICAL ABSTRACT:
History: He was entirely well until early 1969 when he developed a 11 flulike11 syndrome. He recovered in three to four days , but within one week
noticed diarrhea and nausea accompanied by anorexia and abdominal pain.
Physical examination revealed "masses" in the lower abdominal region.
Radiograph: X-ray studies showed an extrinsic mass pressing on the colon
and obstructing one ureter.
SURGERY:
On March 25, 1969, he had an exploratory laparotomy which showed multiple
masses on the peritoneal surfaces, within liver and along most of the gastrointestinal tract. The biopsy was interpreted as lymphoma. No surgical
resection was attempted. He was referred to N. I. H.

COURSE:
At N. I , H., peripheral blood was entirely normal. Bone marrow showed
only moderate granulocytic hypoplasia. Cerebrospinal fluid was normal.
Lymphangiogram was normal, but abdominal films showed large bowel displaced by
a probable pelvic mass. Barium enema showed non-filling of the cecum.
Further studies showed a large mass in the right lower quadrant. On April 5,
1969,the patient received cytoxan, with. repeat cytoxan on April 21, 1969. No
objective clinical response was noted and his general status was deteriorating.
On April 23,, 1969~ he suddenly became dyspneic, cyanotic and hypotensive. He
died 20 minutes later.
At autopsy, there was tumor involving urinary
kidneys, liver, mesenteric nodes and pericardium.

bladder, bowel, diaphragm,

)

NAME:

AGE:

)

S. E. W.

25

SEX :

DECEMBER
Hale

RACE :

Negro

CONTRIBUTOR:

J. Nachazel, M. D.
L. A. Co. - USC Medical Center
Los Angeles, California

TISSUE FROM:

Mesenteric lymph nodes

7~

1969- CASE NO. 23

ACCESSION NO. 18204
Outside No. 82626

CLINICAL ABSTRACT:
History: The patient was admitted on July 19 1 1969 to the hospital with
chief comp,l aints of anorexia and postp~am;lial abdominal discomfort.

)

Past history: The patient's first hospitalization was from September 23,
1968 to November 9, 1968 at Which time he presented with the history of malaise ,
sorethroat, cough, chest pain, fever anJ chills. He had been treated with
antibiotic and cough medicine without improvement. Subsequently, he developed
multisystemic involvement manifested by disorientation, hallucination, EKG
changes, pericardia! friction rub, pleural effusions, elevated BUN and
creatinine, proteinuria, microscopic hematuria, abnormal liver function tests
and rapidly falling hematocrit. The patient improved spontaneously without
specific therapy. However, he. continued to run low-grade fevers.

)

)

)

The patient was readmitted on January 20, 1969 due to migratory muscle
pains and elevated temperature in the range of 105 to 106°. Multiple blood
cultures were negative. A lymphangiogram was interpreted as definitely
abnormal. Axi llary lymphadenopathy was biopsied. He was treated with
radiation and chemotherapy.
Physical examination: The patient was emaciated, lethargic and pale.
There were small cervical and right axillary nodes palpated.
Laboratory report: Complete bloot count demonstrated hemoglobin 5. 3 gm;
WBC 1,800 with 93 segs, 3 lymphs, and 3 monos. Blood glucose 104 mg; sodium
132 mEq; potassium 4. 2 mEq; alkaline phosphatase 10 KAU; calcium 8. 9 mg;,
phosrhorus 6. 9 mg ;, and Bm~ 28 mg.

)

Radiograph: Chest x-ray showed questionable right lower lobe pneumonia
and could not rule out tuberculosis.

,

COURSE:

He was treated with antibiotic and blood transfusions. His condition
continued to become progressively more weak. He expired on July 29, 1969.

)
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DECEt-1BER 7 ~ 1969 - CASE NO. 23

ACCESSION NO. 18204
AUTOPSY:
There was 1000 cc. of clear-yellow fluid in the peritoneal cavity and pericardia! effusion. Hepatomegaly (2280 gms.) and splenomegaly (950 gms.) were
demonstrated. The lymph nodes showed generalized enlargement and the cut
surfaces were firm, homogeneous, and light gray. Bronchopneumonia was present
in both lungs. There were some scattered gray nodules, measuring from 0.2 to
2 em., in the pericardium, myocardium~ ureters, the serosa of the small bol·7el,
pancreas and bone marrow.
7

l

,
)

)

)

)

l

NAME :

AGE:

)

M. H.
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DECEMBER 7, 1969 -CASE NO. 24

SEX :

~lale

RACE:

Caucasian

CONTRIBUTOR :

l1asashi Itano~ H. D.
Memorial Hospital of Long Beach
Long Beach, California 90801

TISSUE FROM:

Left supraclavicular mass

ACCESSION NO. 15764
Outside No •. S-4410-67

CLINICAL ABSTRACT:
History: The patient had a nontender 1.5· em. in diameter mass which was
nonmobile and firm in the left supraclavicular area.
Past history: He had prostatitis in 1955 and had a previous appendectomy.
The patient also had amebic dysentery in 1944, but this was considered
eradicated in 1955.

,

Physical examination was essentially negative except for the nontender
1.5 em. in diameter mass in the left supraclavicular area •.

Laboratory report: Complete blood count demonstrated hemoglobin 14.4 gm;
hematocrit 44%; WBC 7,700 with a differential of 70 PMN's, 22 lymphs, 4 monocytes, and. 3 eosinophile. The red cells were considered normal and the
platelets were considered adequate. Urinalysis was within normal limits. The
VDRL was reported as non-reactive.

SURGERY:
On July 27, 1967, an excision of the left supraclavicular mass was
performed.

GRCSS PATHOLOGY:
The specimen measured 4 x 3 x 1 em. The cut surface was homogeneously
yellow-tan and firm. It did not bulge from the cut surface.
FOLLOW-UP:
Subsequently the patient received C3balt treatment and ultravoltage
therapy. At the present time, there is no evidence of diaease.

J

NAME:

AGE:

)

P. L. F.

18

SEX:

DECEMBER 7·, 1969 - CASE NO. 25
Male

RACE:

Unknown

CONTRIBUTOR:

Ronald F. Dorfman, M. D.
Stanford ~fedical Center
Stanford,, California

TISSUE FROM:

Right inguinal node

ACCESSION NO. 18256
Outside No. 69-10734

CLINICAL, ABSTRACT:
History: The patient was well until several weeks ago when be developed
an enlarged right inguinal node.

l

Past history: The patient had a history of a malignant lymphoma diagnosed
elsewhere 3 years ago. Subsequently, he had received radiation~erapy
delivered to regions of the diaphragm only.
Physical examination revealed a 3 x 3 em. right inguinal node.
SURGERY:
An excisional biopsy of' the right inguinal node was performed on October
29, 1969.
)

GROSS PATHOLOGY:
The. specimen consisted of 3.5 x 3 x 2 em. ovoid node weighing 25 grams.
On cut surface. the structure appeared to be replaced by firm tan tissue
subdivided into lobules of different size by fibrosepta. The cut surface
bulged slightly.

,
)

)

)
J
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SEMINl\R ON LYMPHOMAS AND HODGKIN'S DISEASE

IDDERATOR:

RONALD F. DORFMAN, M.D.
DECEMBER 7~ 1969

DIAGNOSTIC INDEX

Case Uo.

)

I

Accession No.

Contributor

Diagnosis

1

18081

Dorfman, R.F., M.D.

Hodgkin's disease, granuloma type
(3ackson and Parker), lymphocyte
predominance (L 6 H type--Lukes
and Butler)

2

18087

Dorfman, R.F., M.D.

Amyloidosis and questionable
myeloma

3

18091

Dorfman, R.F., M.D.

Extramedullary plasmacytoma of
the submaxillary salivary gland

4

18089

Dorfman, R.F., M.D.

Metastatic nasopharyngeal carcinoma
( ulympho-epi theliomau)

5

18090

Dorfman, R.F., M.D.

Extramedullary myeloblastic transformation, in chronic granulocytic
leukemia simulating coexistent
lymphoma

6

18104

Dickey, D., M.D.

Malignant lymphoma, ndxed lymphocytic histiocytic type, nasopharynx,
simulating Burkitt's tumor

7

12216

Gilrane,

8

18070

Carberry, J. , M.D.,

Hodgkin's disease, nodular sclerosing type involving the thymus1,
associated with cystic and pr•liferative epithelial changes

9

13981

Jennings, E., M.D.

Nodular lymphoma , histiocytic type

10

18083

Dorfman, R.F., M.D.

Malignant lymphoma, pleomorphic
histiocytic type with some features
resembling histiocytic medullary
reticulosis

11

18192

Dorfman, R.F.,, M.D.

Hodgkin's: disease with diffuse
fibrosis (lymphocyte depletion type)
(Lukes and Butler), granuloma type
(Jackson and Parker)

J.~ H~D.

Nodular lymphoma, poorly differentiated lymphocytic type

)
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12

18194

Dorfman, R.F • , M.D.

13

17906

Thompson,

14

12723

Ducey , E.F., M.D.

Hodgkin's disease, granuloma type,
(Jackson and Parker), mixed ce·llularity (Lukes and Butler)

15

18085

Dorfman, R.F ., M.D.

Extramedullary myeloblastoma
involving the breast

16

18093

Dorfman, R.F., M.D.

Kaposi's sarcoma inv~lving lymph
nodes associated with suspected
measles lymphadenopathy

17

18205

Dorfman, R.F. ,, M.D.

Sinus histiocytosis with massive
lymphadenopathy

18

18193

Dorfman, R.F., M.D.

Uiskott-Aldrich syndrome

19

15307

McLean , H., M.D.

Hodgkin's disease, nodular sclerasing type, supraclavicular lymph node

20

17806

Dickson,, D.R., M.D.

Malignant systemic histiocytosis
(histiocytic medullary reticulosis)

21

11160

Thompson, P., M.D.

Malignant lymphoma, pleomorphic
histiocytic type, retroperitoneal

22

18207

Dorfman, R.F., M.D.
and Berard, c. ,M.D.

Burkitt 1 s tumor

23

18204

Nachazel, J., M.D.

Histiocytic medullary reticulosis

24

15764

Jennings, E.) M.D.

Hodgkin's disease, granuloma type
(Jackson and Parker), epithelioid
cell type (Lennert), L 6 H type
(Lukes and Butler)

25

18256

Dorfman , R.F • , M.D.

Hodgkin 1 s disease, granuloma type
(Jackson and Parker), mixed cellularity (Lukes and :Sutler),, with
focal fibrosis and lymphocyte
depletion

P.~

M.D.

}

)

)

)

Diagnosis

)

)

J

iv

Malignant lymphoma 7 histiocytic
type, involving the small bowel aod
mesenteric lymph nodes preceded by a
history of malabsorption associated
with an IgA abnormality
Malignant lymphoma, poorly differentiated lymphocytic type
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INTRODUCTION

The varied tenninology and controversial classifications applied to
diseases. of the lymphoreticular tissues reflects our lack of understanding
of the nature of these diseases.

)

While the term lymphoma, first used by Virchow, has been accepted in
the United States as defining primary neoplasia of the lymphoreticular
tissues, the terms reticulosis, reticulosarcoma and hematosarcoma are
utilized in Britain, France and the Continent of Europe to categorize these
diseases. Hodgkin 1 s disease is not acceptable in Germany where the term
lymphogranulomatosis is utilized.
A complex analytical classification was proposed by Robb-Smith in 1938*
(1) and widely used in Britain. In the eyes of one admirer, its main value
lay in the fact that it navoided the fallacy of oversimplification." He
was alluding no doubt, to, the terms in wide use in the United States,
namely: lymphosarcoma, reticulum cell sarcoma, giant follicular lymphoma
and Hodgkin's disease. Many of the cases chosen for this seminar will
illustrate the need for more precise cytologic classification of the malignant lymphomas in order to evaluate their behavior and response to therapy.

)

)

Following the studies of Gall and Mallory (2), Gall and Rappaport (3),
Lukes (7) and Lukes, Butler and Hicks (4), a working classification has
been proposed and is being utilized by the pathology panel of the Lymphoma
Task Force of the National Cancer Institute. I have the privilege of being
a member of this pane 1 which is under the, chairmanship of Dr. Henry Rappaport
and includes, amongst others, Drs. Robert Lukes, James Butler and John Rebuck.

)

Seven cases of Hodgkin ''s disease, granuloma type (Jackson and Parker)
(5) have been chosen to illustrate the wide variation in stromal pattern
and the need for more precise definition according to the criteria of Lukes,
Butler and Hicks.
Reproduced on the following pages are a variety of classifications
illustrating the evolution of concepts from 1938 to the present time.

)

v
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CLASSIFICATIONS ILLUSTRATING THE EVOLUTION OF
MODERN CONCEPTS OF' THE MALIGNANT LYMPHOMAS:1.

)

Classification of the Reticuloses
(Robb-Smith)
A.

)

Follicular reticulosis.
(a) Lymphoid follicular reticulosis.

B.

Sinus reticulosis.
(a) Lipomelanic reticulosis.

C.

Medullary reticulosis.,
(a) Haemic medullary reticulosis:
{i)
Myeloid.
(ii) Lymphoid.
(iii) Monocytic.

)

(b)

(c)
(d)
(e)

*

(Follicular lymphoma)

Fibromyeloid medullary reticulosis. (Hodgkin •·s disease).
Lymphoreticular medullary reticulosis.
Histiocvtic medullary reticulosis~ .
Reticulum cell medullary reticulosis:
(i) of infants (Letterer-Siwe).
(ii) of adults.
Classification of the Reticulosarcomas
(Robb-Smi th)

)

1.
2.
)

3.

4.

Undifferentiated reticulosarcoma.
Differentiation to tissue cells:
(i) Dictyosyncytial.
(ii) Dictyocytic.
Differentiation to blood cells:
(i) Lymphoblastic.
(ii) Lymphocytic.
(iii) Plasmocytic (Myeloma).
(iv) Myeloblastoma (Chloroma).
Polymorphic reticulosarcoma (Hodgkin's sarcoma).

)

2.

Classification of 618 Cases of Malignant Lymphoma
(Gall and Mallory) (2)
1.

2.
)

3.

4.

)

s.
6.
7.

Stem cell lymphoma
Clasmatocytic lymphoma
Lymphoblastic lymphoma
Lymphocytic lymphoma
Hodgkin's lymphoma
Hodgkin's sarcoma
Follicular lymphoma

56 cases

cases
cases
cases
cases
36 cases
42 cases

71
85
135
193

vi

"Reticulum cell
sarcoma 11
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In 1944 Jackson and Parker subdivided Hodgkin's
disease into three types: 1.

Hodgkin's paragranuloma.

2.

Hodgkin's granuloma.

3.

Hodgkin's sarcoma.

4.

Types of Fol l icular Lymphoma
(Rappaport et al) (6)

')

No. Cases
I

II
)

III

IV

v

25

Lymphocytic type, well differentiated
Lymphocytic type, poorly differentiated
("lymphoblastic")
Mixed type (lymphocytic and reticulum cell)
Reticulum cell type
Hodgkin's, type

107
8,1

22
18

TOTAL

253

)

5.

Cl assification of the Malignant Lymphomata
(Rappaport et al) (6)

DIFFUSE

NODULAR
("FOLLICULAR")

)

1.
2.
3,

4.
5.

)

6.

Lymphocytic type, well differentiated.
Lymphocytic type, poorly differentiated,,
Mixed type (lymphocytic and reticulum cell).
Reticulum cell type.
Hodgkin's type.

II
II

II
II

Working Classification of Malignant Lymphomas
(Gall and Rappaport)
(3)
"NODULAR"
(FOLLICULAR)

)

1.
2.
3.
4.
5.

DIFFUSE

Stem cell
). - "Reticulum cell ·s-<J rcor.1a11
Histiocytic )
Lymphocytic
(a) Poorly differentiated )
(b) l.Jell differentiated
) -- "Lymphosarcoman
Mixed cell (Histiocytic and lymphocytic)
Hodgkin 1 s
(a) Paragranuloma
(b) Granuloma ("Classicu)
(c) Sarcoma

vii
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Comparison of Histologic Classification
of Hodgkin's Disease (4)

)

Jackson and Parker)

Lukes et al

Lymphocytic and/or histiocytic
Paragranuloma ----------------~
·~~/
a& Diffuse
b~,
Nodular

Granuloma
- - Diffuse fibrosis
Reticular

8.

Classification and Nomenclature of Malignant Lymphomas,
Nodular

)

)

Diffuse

Undifferentiated (Stem Cell)
Lymphocytic, well differentiated
Lymphocytic, poorly differentiated ("lymphoblastic")
Histiocytic
Mixed lymphocytic and histiocytic
Hodgkin's disease: with lymphocyte predominance
with nodular sclerosis
with mixed cellularity
with lymphocyte depletion

viii
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There is little doubt that lymph node biopsies provide more diagnostic
problems for the practicing surgical pathologist, than most other biopsy
material. Quite apart from difficulties of interpretation of various histologic patterns, I believe many of these problems could be obviated by adequate
preservation of tissues in the most suitable fixatives and the insistence on
technically good histologic sections.
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MODERATOR'S DIAGNOSIS:

HODGKIN'S DISEASE, GRANULOMA TYPE (JACKSON AND
PARKER), {1) LYMPHOCYTE PREDOMINANCE TYPE
(L&H TYPE LUKE . AND BUTLER), (2)

l
HISTORY:

This 15 year old white male with Hodgkin's disease diagnosed in
August 1965, received 4,500 rads radiation therapy to a mantle for· stage IIa
disease involving bilateral cervical lymph nodes. In May 1969 he developed
bilateral lymphedema of the lower extremities extending up to the level of
the pubis. He was found to have 4+ proteinuria with no red cells or casts
in the urine sediment and a serum albumin of 0.8 with a normal BUN'. 24 hour
urinary excretion of protein was between 4 and. 5 grams. An inferior vena
cavagram demonstrated a narrowed right ureter just below the renal pelvis, a
deformity of the inferior vena cava just above the level of the kidneyS and
no evidence of renal vein thrombosis. At laparotomy 3 large node masses
were demonstrated, one beneath the right kidney and right. renal vein and
one just above the right renal vein, ureter and vena cava, measuring 5 x 6
ems. in diameter. The renal vein and ureter and vena cava were compressed
between these two masses. The superior mass was excised. Liver biopsy,
iliac rest bone marrow biopsy and splenectomy were performed together with
a kidney biopsy.
1

,

)

)

DISCUSSION:

)

)

j

Apart from a narrow superficial cortical rim, the sinusoidal pattern
of this lymph node is effaced. However, lymphoid follicles with prominent
follicular centers can be seen scattered throughout the section. The stroma
consists predominantly of lymphocytes, showing no cytologic abnormalities.
In addition there are scattered groups of h!stiocytes with abundant eosinophilic cytoplasm (epithelioid cells). Interspersed amongst the lymphocytes
are rare plasma cells together with mononuclear cells resembling so-called
"transformed" lymphocytes. These have a basophilic, somewhat vacuolated
cytoplasm and their· nuclei contain coarse chromatin and prominent nucleoli.
In addition there are scattered aggregates of eosinophil leukocytes. Rare
but characteristic Reed-Sternberg cells, can be identified. There are also
occasional cells with very basophilic cytoplasm and pyknotic nuclei (socalled "mummified" cells) which are commonly encountered in Hodgkin's disease.
According to the criteria of Jackson and Parker (1), this pattern is
diagnostic of Hodgkin's disease, granuloma type. However, the predominance
of lymphocytes in the stroma associated with aggregates of reactive histiocytes would. place this in the lymphocyte predominance (3) (L&H) type of
Lukes and Butler (2). All six, cases of Hodgkin's disease chosen for this
seminar, will be seen to represent examples of Jackson and Parkers'
granuloma type in which the variation in the stromal pattern illustrates the
need for more concise sub-classification according to the criteria of Lukes
and Butler·.
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Review of the initial lymph node biopsy in 1965 shows a pattern conforming to the Hodgkin's paragranuloma type of Jackson and Parker, lymphocyte
predominance type of Lukes and Butler.
l

As part of staging procedures at Stanford Medical Center, all patients
with Hodgkin's disease are undergoing, laparotomy with splenectomy, paraaortic and mesenteric lymph node biopsy, wedge and needle biopsy of the
liver, and open iliac crest bone marrmo1 biopsy (5). This has disclosed an
unexpectedly high incidence of involvement of the spleen, and splenic hilar
lymph nodes, not detectable by the standard procedures: used for the staging,
of Hodgkin's disease (4) .,
The need to apply strict criteria for the diagnosis of Hodgkin's disease
was emphasized by Lukes et al (7) who reported the presence of Reed-Sternberg
like cells in lymph nodes from patients with infectious mononucleosis.
Similar findings have been reported by Hartsock (8) in cases of' post-vaccinial
lymphadenopathy.

l

Light microscopic examination of the kidney biopsy showed no significant
pathological changes; however, electron microscopy revealed ultrastructural
findings compatible with minimal changes of membranous glomerulonephritis.
In the absence of. constitutional symptoms the patient is now staged as Ilia
and is to receive radiation therapy to his abdomen and pelvis.
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MODERATOR'S DIAGNOSIS:

LYMPH NODES - AMYLOIDOSIS, WI'lH QUESTIONABLE MYELOMA .

HISTORY:

)

)

}

)

)

The patient is a 51-year old white male who,, since 1963 at the age of
45, has complained of intermittent episodes of fever, malaise and lassitude
lasting, for a few days. In F'e bruary 1964, he was hospitalized and a chest
x-ray revealed a large mediastinal mass. A left thoracotomy and biopsy of
the mediastina l mass was performed; a diagnosis of uamyloid tumor" was made.
Very little lymph node structure remained, the amyloid being associated with
aggregates of lymphocytes and plasma cells, together with multi-nucleated
giant cells of the foreign-body type.. A sternal marrow aspirate contained
17% of plasma cells, some of which were said to have "flaming" cytoplasm.
Serum electrophoresis in 1964 was as follows: Serum protein 6.5 gm.%;
albumin 70%; Alpha-I globulin 3%;, Alpha-2 globulin 8%; Beta globulin 9%;
Gamma globulin 10%; A-G ratio 2:3. Immunoelectrophoresis showed a slight
IgA peak. The patient was also shown to have a normal calcium excretion.
The chest was irradiated to a dose of 4,000 rads. Subsequently the patient
developed massive lymphadenopathy in the cervical, axillary and inguinal
areas with the history that these masses enlarged and regressed somewhat
spontaneously. He was placed on Cytoxan followed by Chlorambucil therapy.
In February 1969~ although feeling well, the patient desired removal of l arge
tumor masses about the anterior and lateral neck and the left axilla for
cosmetic reasons •.
FOLLOW-UP:

In November ].969, the patient was readmitted to Stanford Hospital with
respiratory difficulties due to a. pleural effusion. He was then found to
have both splenomegaly and hepatomegaly. EKG studies suggested cardiac involvement, possibly by amyloid deposits or secondary to the effects, of irradiation therapy.

DISCUSSION:

)

The section is representative of the tissue excised in February 1969,
from the left cervical and axillary areas. This tissue weighed approximately
350 grams, and consisted of apparently encapsulated masses of which the
largest measured 7 x 6.5 x 3 ems. These were firm, hard masses, the cut
surface of which was yellowish and semi-transclucent~ and could best be
likened to the appearance of a raw potato. Although thought to represent
enlarged lymph nodes, sections show no recognizable architecture. The tissue
is composed predominantly of acellular faint·ly eosinophilic material, with
an identifiable fibrillar pattern. The material has an affinity for Congo
red, the resultant Congo red-amyloid complex showing double refringence in

)
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,

polarized light. Furthermore, sections stained with Thioflavine T and viewed
in the fluorescence, microscope show bright green fluorescence of the amyloid
deposits. The latter also stain positively with the periodic acid Schiff
method. ~lcid is aleo seen in the walls of blood vessels distributed
throughout the section. Variable numbers of plasma cells and lymphocytes
are present frequently associated with macrophages, and foreign-body giant.
cells. The plasma cells do not show cytologic abnormalities. Occasional
giant cells contain cytoplasmic vacuoles with rare asteroid bodies., Macrophages and giant cells are strongly PAS positive.

)

Review of sections of the mediastinal mass excised in 1964, show that
this undoubtedly represents a mass of lymph nodes in which large areas are
replaced by amyloid material, associated with many more plasma cells. The
latter, however, show no morphologic atypia.

}

The controversy in this case, lies in the interpretation as1 to whether
this patient has primary amyloidosis, or myelomatosis with para-amyloid
deposits. On the basis of the finding, of some atypical plasma cells in the
bone marrow, associated with an abnormal irnmunoelectrophorectic pattern
(increased IgA), his clinicians have opted for the latter diagnosis and he
has been treated accordingly.

)

The relationship between primary amyloidosis and anomalous immunoglobulins is still a matter of considerable controversy. Osserroan, et al (5)
suggested that Bence Jones proteins are pathogenetically significant in the
deposition of amyloid and considered primary amyloidosis a plasma cell
dysplasia or neoplasia. The studies of Barth et al do not support this hypothesis since Bence Jones proteinuria occurred in less than half of their
patients with primary amyloidosis. Plasmacytosis was present in the bone
marrow in virtually all of their patients. While some patients with multiple
myeloma have amyloidosis, the majority do not and there are patients with
primary amyloidosis without any apparent immunoglobulin disorder. Barth et
al suggest that the stimulation of relatively primitive and multipotential
cells may result in both gammaglobulin production and cmyloidosis, but that
eithex may occur independently.

)

)

Whether or not this case is, considered to be an example of primary amy ...
loidosis or myeloma with para-amyloid production, the extensive and apparent
primary involvement of the lymph nodes would appear to be unique in either
case. Only now, after 5 years, does there appear to be evidence of viscera 1
involvement. Barth et al (6) reported one case of a 65, year old patient
with primary amyloidosis whose initial manifestation was adenopathy, associated with anomalous ~noglobulins including IgM and Bence Jones proteins,
and 5% marrow plasmacytosis, in whom the disease had a benign course.

)

,
)

l

- 5 -

.,

Page 3

DECEMBER

7~

1969 -CASE NO. 2

ACCESSION NO. 18087

,

REFERENCES :
1.

Rappaport, H.: Multiple myeloma: In: nTumors of the hematopoietic
system 11 , Atlas of Tumor Pathology, Fascicle 8, p 207, 1966.

2.

Primary amyloidosis: Cline-pathologic Conference, Edited by Recant and
Lacey, American Journal of Medicine, 33:296, 1962.

3.

Heefner, W. A. and Sorenson, G. D.: Experimental amyloidosis. Light
and Electron Microscopic Observations of Spleen and Lymph Nodes.
Lab. Invest. 11:585-593, 1962.

4.

Rask-Nielsen, R., Christensen, H. E. and Clausen, J.: Electrophorectic
and Morphologic Studies of a Transplantable Reticulum Cell Neoplasm in
Mice Inducing Amyloidosis. J. Nat. Cancer Inst. 25:315-349, 1960.

5.

Osserman, E. F., Takatsuki, K. and Talal, N.: 11 The Pathogenesis of
Amyloidosis. 11 In Miescher, PA (ed). Seminars in Hematology, p. 3-85,
New York; Grune and Stratton, Inc., 1964.

6.

Barth, W. F., et al.: Primary amyloidosis. Clinical, Immunochemical
and Immunoglobulin metabolism studies in 15 patients. Amer. J. Med.
47:25~, 1969.

)

)

)

)

)

l

- 6 -

DECEMBER 7, 1969 - CASE NO. 3

l

ACCESSION NO. 18091
MODERATOR'S DIAGNOSIS:
l

EXTRAMEDULLARY PLASMACYTOMA OF TilE SUBMAXILLARY
SALIVARY GLAND

SUMMARY OF CLINICAL HISTORY:
Biopsy of a right submaxillary mass in a 50 year old Caucasian male was
interpreted at another institution as either undifferentiated carcinoma or
lymphoma. He was referred to Barnes Hospital, St. Louis for further evaluation and possible radical neck dissection. Following our interpretation of
these biopsy sections, the surgeon elected to excise the tumor with a surrounding portion of the submaxillary gland and apparently he could not resist removing 12 small regional lymph nodes. Examination of the gross specimen
disclosed a circumscribed hemorrhagic tumor, 2 em. in diameter in the inferior
posterior aspect of the gland.

)

DISCUSSION:

)

)

)

)

J

)

Light microscoEY• The tumor is composed of uniform small cells with
only scant stroma. The nuclei are. round or oval, vary somewhat in size and
occasionally are eccentrically placed. Many contain. a single small nucleolus
although large, single, eosinophilic nucleoli are fairly common. Many nuclei
appear vesicular, although in some the chromatin is clumped and concentrated
along the nuclear membrane. Occasional intranuclear vacuoles are seen which
do not stain with the periodic acid Schiff method. Many cells contain a rim.
of amphophilic cytoplasm which is, strongly pyroninophilic. A paranuclear
clear zone (Hof) is occasionally identifiable. Mitoses are common and many
are abnormal in appearance. Binucleated cells and occasional giant cells
with bizarre multilobated nuclei are also. seen. Although the tumor is well
circumscribed the margins are not well dellinited and neoplastic cells can be
seen infiltrating the surrounding salivary gland tissue associated with
focal necrosis, atrophy of salivary gland tissue and areas of fibrosis. A
focal accumulation of neoplastic cells was noted in the subcapsular sinus in
one of the twelve lymph nodes examined.
Microscopic examination of Epon-embedded sections showed excellent
preservation of. the tumor cells despite initial fixation in formalin. The
identification of cells with eccentric nuclei and prominent cytoplasm resembling plasma cells are facilitated by this method and was more obvious than
in tissue embedded in paraffin and stained with hematoxylin and eosin. The
majority of these cells had atypical nuclei, frequently with prominent
nucleoli. Electron microscopy - In electron micrographs many of these cells
.we~ seen to contain the characteristic stacked, rough endopllasmic reticulum
of plasma cells. The nuclei contained coarse chromatin, often concentrated
around the nuclear membrane. In addition to these easily identifiable .
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plasma cells, there were many atypical cells in which the nuclear chromatin
was more homogeneous in appearance and in which there were large nucleoli.
These cells frequently had dilated ergastoplasmic sacs containing many electron dense bodies. Identical ultrastructural features have been described
by Sorenson {1) and by Maldonado and associates (2), in the myeloma cell.
On the basis of these ultrastructural findings we had no hesitation in interpreting this tumor as a plasmacytoma.
)

)

Serum electrophoresis performed following this diagnosis showed a normal
pattern. Sternal bone marrow examination revealed a slight increase in mature plasma cells (5%) in an othenlise unremarkable marrow. No therapy was
instituted at this, time.. Within 3 months however, he began to experience
migratory bone pain, and skeletal x-rays showed lytic lesions in the skull,
many of the long bones, ribs and clavicle. Examination of the bone marrow
at this time showed plasma cells which were immature and said to be consistent with myeloma. Despite. chemotherapy the disease pursued a relentless
course with multiple lytic lesions of bone, pathologic fractures, infiltration of skin and subcutaneous tissues. The patient died in November 1968.
Of particular interest is the fact that numerous serum electrophoretic
and immunoelectrophoretic studies during the course of his disease failed to
detect paraproteins. Inability to demonstrate a protein abnormality in
either serum or urine, electrophoretically or immunoelectrophoretically was
reported in 3 of 262 cases of multiple myeloma studied by Osserman and
Takatsuki {3).

)

)

)

Approximately 80% of extramedullary plasmacytomas have been encountered
in the head and neck region, where the most common locations are the nasal
cavity, nascpharynx and paranasal sinuses (4). We have found only two
reported cases of plasmacytoma of salivary gland (5,6) and one of lacrimal
gland. (7). Cytologically plasmacytoma may show varying degrees of differentiation and occasionally bizarre giant cells resembling atypical megakaryocytes are observed, not unlike those seen in the present case (Rappaport)
(8). Intranuclear protein inclusions similar to those reported in macro-·
globulinemia of Waldenstrom. (Dutcher and Fahey) (9) have also been observed
in multiple myeloma (Brittin et al.) (10). These inclusions may or may not
stain deeply with the periodic acid Schiff method depending on the hexose
content of the myeloma protein (8).
Full details of this case may be obtained from the publication
(Pascoe and Dorfman) (11).
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ACCESSION NO. 18089
MODERATOR'S DIAGNOSIS:

METASTATIC NASOPHARYNGEAL CARCINOMA
(LYMPHOEPITHELIOMA)

CLINICAL HISTORY :

''

A 12 year old white male was admitted to St. Louis Children's Hospital
for evaluation of a mass in the left cervical area of' 6 months' duration.
PPD and histoplasmin skin tests were negative.
Chest film was normal. A
biopsy of the left cervical mass was. performed. Following the pathologic
diagnosis. of metastatic nasopharyngeal carcinoma, a history of nasal obstruction without epistaxis of 3 month~ duration was obtained. Examination of
the nasopharynx revealed a large tumor apparently arising from the right
lateral wall and extending across the posterior nasopharynx to the left side,
infiltrating the right soft palate and growing into the anterior one third
of the inferior turbinate. Biopsy of this mass showed the characteristic
features of nasopharyngeal carcinoma identical to those seen in the metastatic
lesion involving the left cervical lymph node.
DISCUSSION:

)

Light Microscopx. Although lymphoid follicles with prominent follicular
centers are seen,, much of the lymphoid tissue is replaced by cords and inter~
connecting trabeculae of neoplastic cells. Although nuclear variability is1
seen with occasional bizarre giant nuclei, in many areas the nuclei are
uniformly round or oval, vesicular with distinct nuclear membranes: and one
or more prominent eosinophilic nucleoli. Cytoplasmic membranes are indistinct and the cytoplasm appears to form a syncytium. Intercellular bridges,
keratinization and other evidence of squamous, cell differentiation are not
discernable in the light microscope.
Electron microscopx. Formalin fixed tissue was processed for electron
microscopy.. Despite some fixation artefact involving the nuclei, the
cytoplasm of the neoplastic cells was well preserved and showed the presence
of tonofibrils (keratin fibers) together with distinct desmosomes (attachment plates) between adjacent tumor cells.

)

The light microscopic findings are characteristic of nasopharyngeal
carcinoma of the so-called transitional cell or Regaud type (1). Neoplastic
cells with identical morphologic features can also be seen in tumors of the
Schminke type (lymphoepithelioma) (1). After an ultrastructural study of
14 cases of· nasopharyngeal carcinoma, Svoboda et al (3) reported that
regardless of the variety of histologic patterns and a seeming lack of
differentiation of the tumors by light microscopy, by electron microscopy
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they all possessed common features; namely the presence of keratin fibrils
in their cytoplasm together with variable numbers of desmosomes. Their
observationst provide strong support for the contention of l.Jillis (2) and
Shu Weh (1) that the neoplasms previously designated as "lymphoepithelioma" ,
transitional cell carcinoma and spindle cell carcinoma, are varieties of
squamous cell carcinoma. No morphologic abnormalities of the lymphocytes in
these lesions, have been detected in either light microscopic or electron
microscopic studies.

)

In the search for tumor-specific antibodies in man, Oettgen et al (4)
have reported an interesting and as yet unexplained phenomenon. They have
detected precipitating antibody to antigen, prepared from tissue culture
linest of Burkitt's lymphoma, as frequently in the serum of patients: with
nasopharyngeal carcinoma as they have in the serum of patients with Burkitt's
lymphoma.
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MODERATOR'S DIAGNOSIS:

EXTRAMEDULLARY MYELOBLASTIC TRANSFORMATION IN
CHRONIC GRANULOCYTIC LEUKEMIA, SIMULATING
CO-EXISTENT LYMPHOMA

HISTORY:

l

)

A 32 year old Caucasian female noted rapid enlargement o£ bilateral
ilea-femoral lymph nodes associated with malaise and easy fatigueability.
Her physician found generalized lymphadenopathy and hepato-splenomegaly.
A complete blood count on October 20th, 1966 showed a white blood count of
204,000 per cumm. hemoglobin 10.1 grams per 100 ml. Platelets were 236,000
per cubic mm.; differential showed 30% Pelger-Huet cells, 15% metamyelocytes,
31% myelocytes, 22% promyelocytes and 2% myeloblasts. Bone marrow examination was diagnostic of chronic myelocytic leukemia. She was treated with
Myleran. In January 1967 she developed acute bilateral enlargement of
anterior and posterior cervical lymph nodes. Physical examination revealed
generalized lymphadenopathy, hepatomegaly, massive splenomegaly. X-rays
shmved bilateral hilar adenopathy, a large nasopharyngeal mass and retroperitoneal lymphadenopathy. An axillary lymph nodes, biopsy was performed.
Imprints were made from fresh tissue and tissue was processed for electron
microscopy. At the time of the biopsy the peripheral white blood cell count
was 111,000 per cmrn. the differential being 44% Pelger-Huet cells, 12%
metamyelocytes, 34%, myelocytes, 5% promyelocytes, only 1% myeloblasts and
4% lymphocytes. The sternal bone marrow aspirate was hypercellular. The
myeloid erythroid ratio was 5. 7:1. The differential was: 1% bands, 19%
metamyelocytes, 29.5% myelocytes, 31% promyelocytes, 9% myeloblasts, 1%
basophils, 1% eosinophils, 2% lymphocytes and 6.5% reticulum cells.
Despite intensive chemotherapy, radiation therapy to lymph nodes and
spleen, broad spectrum antimicrobial therapy, the patient deteriorated
rapidly. A rising white. blood cell count was not associated with a "blastic
transformation" in the peripheral blood. She died on February 26th 1967.
At autopsy there was prominent generalized lymphadenopathy, all nodes
having a green color. The spleen weighed 3,500 grams, the liver 5,500 grams
and was grey-green in color. On microscopic examination the bone marrow
was hypercellular, with predominance of Lmmature granulocytic cells, most
of which were myeloblasts and promyelocytes resembling, those observed, in
the lymph node biopsy and lymph node imprints. The spleen and lymph nodes
were almost completely replaced by a uniform population, of myeloblasts and
promyelocytes and the liver shmved sinusoidal and portal infiltrates ll7ith
the same ~ature granulocytic cells.

,
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DISCUSSION:
Gross examination of the axillary lymph node biopsies showed the cut
surface to be pale green, the color fading rapidly on exposure to air,, but
this could be restored by the addition of hydrogen peroxide. Microscopic
examination of one of these nodes showed effacement of the normal nodal
architecture by a uniform population of immature cells. These had large
vesicular nuclei with prominent nucleoli, and abundant frequently eosinophilic cytoplasm. In the initial section examined only occasional eosinophils
were observed. Since the, peripheral blood and bone marrow at that time
failed to shaw evidence of myeloblastic transformation from chronic granulocytic leukemia, the association of marked generalized lymphadenopathy with
the cytologic findings described above, was initially thought to represent
co-existent lymphoma of the histiocytic type. Examination of the lymph node
imprints1 stained with Wright's and supravital stains demonstrated that the
immature cells were predominantly myeloblasts and promyelocytes, and no
histiocytes or primitive reticulum cells were seen. Subsequent examination
of many more sections of the lymph node showed undoubted eosinophil myelocytes
scattered throughout the section. Electron micrographs of tissue from these
lymph nodes also confirmed that the cells were myeloblasts, pro-myelocytes
and rnyelocytes.

)

)

The section distributed shows an admixture of very immature cells
together with quite obvious eosinophil myelocytes. Numerous mitoses are
seen. Sections incubated in a substrate containing naphthol AS-D chloroacetate show a striking degree of activity of non-specific esterase (6).
This is evidenced by the presence of scarlet-colored granules in the cytoplasm (7). The degree of staining is greatest in the more mature cells.
Furthermore, periodic acid Schiff stains show abundant cytoplasmic glycogen
in many of these cells., The latter two staining methods in association with
lymph node imprints and in this case, electron microscopy, will prevent
misinterpretation of such extramedullary myeloblastic transformation as coexistent "lymphoma" (4,5). There is little doubt that sporadic case reports
in the literature represent examples of this type of misinterpretation(4,5).
Myeloblastic transformation in extramedullary sites such as lymph nodes,
and spleen (2), in the absence of s~ultaneous changes in the peripheral
blood and bone marrow, has been reported by others (3). This carries an
ominous prognosis as illustrated in the case under discussion. Such a
prominent and refractory course would not have been anticipated in a patient
with stable granulocytic leukemia and a co-existent malignant lymphoma.
Duval et al (3) have also reported the demonstration of two Philadclph_.:'l
chromosomes in ]leukemic cells infiltrating lymph nodes, while cellf' ;_; . .8
bone marrow contained only one Philadelphia chromosome.

)

)

)

Full details of. this particular case can be. obtained from the rt-.1:-lication by Garfinkle and Bennett (1).

)

)

l
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MODERATOR'S DIAG!'iOSIS:

NASOPHARYNX - MALIGNANT LYMPHOHA, MIXED LYMPHOCY'l'IC-

HISTIOCYTIC TYPE WITH A "STARRY SKY" PATTERN,
SIMULATING BURKITT'S TUMOR
l

HISTORY:
This 13 year old white boy was noted to have a 5 em. polypoid nasopharyngeal tumor which was thought by an ear, nose and throat physician to
represent a juvenile nasopharyngeal angiofibroma. The mass was excised
and consisted of 27 grams of white firm homogeneous tissue.
Follov1•up - November 7 , 1969: The patient developed cervical lymphadenopathy
shortly after the nasopharyngeal tumor was, biopsied and is receiving radia·
tion therapy; however, he is stated to be "doing very poorly. 11
DISCUSSION:

)

Sections show the tumor mass to contain large areas of hemorrhage and
necrosis., Occasional mucus ducts can be identified but for the most part
the tumor is composed of closely packed cells, the nuclei of which are of
fairly uniform size and shape. Many have prominent nucleoli and coarse
clumped chromatin. Other nuclei are more vesicular in appearance. For the
most part these cells have a narrow indistinct rim of cytoplasm. In addition,
however, there are focal aggregates of cells in which there is nuclear
pleomorphism. Occasional large bizarre lobulated nuclei can be identified
together with binucleated and multinucleated cells. Numerous mitoses, are
seen and there is a marked degree of nuclear karyorrhexis in some areas.
Interspersed amongst the neoplastic cells are large macrophages showing
evidence of phagocytosis of nuclear material and producing a SO*called
"starry sky" pattern.

)

)

)

I do not feel that the cytologic characteristics of the neoplastic
cells conform to the criteria for the diagnosis of Burkitt's tumor (5).
Further details with regard to these criteria are given in the discussion
on case 22. Suffice it to say hrn11ever ~ that the degree of nuclear pleomorphism and the lack of significant pyroninophilia as seen in the methyl
green pyronin stains is evidence against the diagnosis of Burkitt's
tumor. I believe there is morphological evidence of differentiation towards
both lymphocytic and histiocytic cells and that this tumor is best designated
as a malignant lymphoma, mixed lymphocytic type (1). It is now well
recognized that the starry sky pattern is not specific to, or pathognomonic
of, Burkitt's tumor. Ten percent of cases of reticulum cell sarcoma reported
from the Armed Forces Institute of Pathology by Diamandopoulis and Smith
(3) showed this pattern as did a considerable percentage of cases of both
lymphoblastic and lymphocytic lymphoma reviewed at the Mayo Clinic
(Oels et al) (4). The starry sky pattern may also be seen in association
with both lymphoblastic and granulocytic leukemic infiltrates (5).

l
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l

Although involvement of the nasopharynx has been described in patients
with Burkitt's tumor encountered outside of Africa, (2), this is an
uncommon site of involvement in African patients (6).
')
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MODERATOR'S DIAGNOSIS:

NODULAR LYMPHOMA POORLY DIFFERENTIATED LYMPHOCYTIC

TYPE

'

HISTORY:
This 77 year old white female became aware of a mass in the right
lower quadrant of the abdomen about one month prior to hospitalization. At
laparotomy a lS1 to 20 em. firm bulky tumor was found in the mesentery of
the. mid-portion of the small bowel, together with numerous large adjacent
lymph nodes in the root of the mesentery. No free fluid was found and
there was no evidence of liver metastases. The small bowel adjacent to the
tumor was normal and there was no evidence of bowel obstruction. The tumor
was said to be mobile because of a fairly long mesentery, although the
latter was markedly thickened and edematous proximal to the tumor. The
uterus, tubes and ovaries were normal to inspection and palpation. The
stomach and spleen were said to be normal. The tumor was excised together
with approximately 30 ems. of small bowel, together with some of· the adjacent
mesenteric lymph nodes. Post-operatively she was given 50 mg. of Thio
TEPA intravenous.ly followed by a course of radiation therapy to the abdomen
over a period of 3 weeks. She subsequently developed a severely painful
stomatitis and multiple areas of superficial radiation reaction were noted
in the skin of the abdomen. Her condition deteriorated and on readmission
to the hospital she was found to have a purplish rash over the. skin of the
abdomen associated with oozing and crusting. Scattered macules and nodules
were described in the skin of the abdomen and thought clinically to represent
lymphomatous involvement with superficial pyoderma. Blood count showed a
hemoglobin of 11.7 gm. with granulocytopenia. Despite blood transfusions
she deteriorated rapidly and expired in less than three months following
the onset of abdominal symptoms.
Autopsy failed to show evidence of persistent malignant lymphoma, and
microscopic examination of the skin showed features consistent with a nonspecific exfoliative dermatitis. Death was attributed to bilateral
bronchopneumonia and pulmonary edema~
DISCUSSION:

The sections submitted show mesenteric fat containing a lymphoid tumor
in which there is a distinct nodular pattern throughout.
These nodules
are of relatively uniform size and shape and are composed predominantly of
medium and large sized lymphocytes. However, their nuclei are atypical,
many being somewhat elongated, and occasionally reniform. Some are convoluted
and wrinkled with clefts. These cells differ markedly from the, lymphocytes
seen in the compressed stroma between adjacent nodules. The periphery of
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)

)

)

many of the nodules is not well demarcated and there is fading and coalescence of nodules. Felv mitoses are identifiable within these no.dules.
Occasional atypical histiocytes, are present interspersed amongst the lymphoid
cells. Histologic features are those of a nodular lymphomas, poorly differentiated lymphocytic type (Rappaport) (1).
The contributor's diagnosis was, "'giant follicular lymphoma developing
into lymphosarcoma." The observations of Rappaport, Winters, and Hicks
following a study of 253 cases of follicular lymphoma and my own study of'
approximately 100 cases would seem to suggest that this concept is a
faLlacious one. The cellular· components of the nodules in. this case are
distinctly different from those seen in reactive follicular centers. There
is no evidence to substantiate the concept that reactive follicular hyperplasia precedes or is related to, the development of the nodular (follicular)
lymphomas. There is now abundant evidence that malignant lymphomas may
have either a nodular (follicular) or· a diffuse pattern. Furthermore they
may be composed predominantly of lymphocytes, or histiocytes, or an admixture of both. Rarely the lymphocyte predominance form of Hodgkin's
disease, may assume a nodular pattern. The cracking artefact seen in this
case is of little help in distinguishing nodular lymphomas from reactive
follicular hyperplasia, (Rappaport) (1). Although nodular lymphomas in
general appear to have a better prognosis than lymphomas with a diffuse
pattern, in individual patients the disease may run a fulminating, course.
In Rappaport's series 25 of 76 cases examined at autopsy showed maintainence
of the nodular architecture and this has been my own experience.
I have found the atypical cytologic features of the lymphocytes~ in
nodular lymphocytic lymphomas to be of particular help in reaching this
diagnosis. Furthermore, the finding of lymphoid nodules in the bone marrow,
with similar atypical cytologic characteristics enables one to distinguish
the nodular lymphoma from benign lymphoid nodules in. the marrow. The
abnormal nuclear characteristics of the nodular lymphomas are identical to
those seen in diffuse lymphoma of corresponding cell type, as illustrated
in Case No. 13.
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MODERATOR 1 S DIAGNOSIS:

NODULAR SCLEROSING HODGKIN'S DISEASE INVOLVING
THE 'l'H'YMUS, ASSOCIA'lED WI'lll CYSTIC AND PROLIFERATIVE
EPITHELIAL CHANGES

RISTORY:

This 19 year old white female became breathless while playing basketball
and fainted, A routine chest x-ray showed a mediastinal tumor. The patient
was asymptomatic and for various reasons further investigation was delayed
until June 16, 1969 when a thoracotomy revealed an encapsulated cystic tumor
in the anterior mediastinum. The tumor weighed 330 grams and measured 15 x
9 x 5.5 ems. It had a loose fibrous capsule and a firm consistency. Attached to' one pole of the tumor were several satellite nodules measuring, 2 x 3.5
em. in greatest dimension. On cut section 3 the tumor was cystic and contained clear, yellow and watery fluid, The lining of the cysts were granular
with focal ·areas of hemorrhage. The cyst wall, composed of tan and nodular
tissue varied from 0.5 to 3 ems. in thickness. Follow-up: When the patient
was last seen on October 10, 1969 she had no evidence of residual tumor or
recurrence of the tumor.

l

DISCUSSION:
)

The section distributed shows a narrow r~ of' normal thymic tissue with
a loose fibro fatty stroma attached to a tumor mass. This is composed of
circumscribed islands of cells separated by broad bands of dense fibrous
tissue and collagen which are relatively acellular. These fibrous trabeculae
are doubly refractile when viewed with polarized light. The nodules consist
of a polymorphous mixture of cells including lymphocytes usually at the periphery, with a central zone of larger cells containing abundant eosinophilic
cytoplasm and one or more large vesicular nuclei with prominent nucleoli.
Marked pleomorphism of these cells is seen and there are many multilobated
cells. Variable numbers: of eos inophils and. plasma cells are also seen.
Many of the large pleomorphic multilobated are seen to lie in lacunar like
spaces surrounded by fibrous trabeculae or reticulin fibers. The latter
appearance is artefactual, and is seen only in formalin fixed tissue but not
in tissue fixed in Zenker's solution. Rare diagnostic Reed-Sternberg cells
can be identified somet~s lying within lacunar-like spaces. These. are
binucleated or multilobated. have large eosinophilic nucleoli with perinucleolar clearing (halo) and a thick nuclear membrane. The cysts are lined
by thymic epithelium» cords and trabeculae of which also extend into nodules
of neoplastic tissue and appear at times to be~timately associated with the
pleomorphic multilobated cells.

)

)

This is the characteristic appearance of the lesion previously designated as granulomatous thymoma, (1,2,3) now universally recognized as nodular
sclerosing Hodgkin's disease involving the thymus (4,5,6,7). Lattes~ (3}
who earlier accepted the concepts of Ewing (1) and Lowenhaupt and Brown, (2)
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of the thymic origin of this neoplasm has now conceded that this lesion is
basically a peculiar manifestation of. Hodgkin's disease involving the thymus
and eliciting in it a unique tissue response (6). Fechner (7) reached a
s~ilar conclusion and feels that the thymic component is reactive rather
than neoplastic in nature.
Lukes and Butler (5) have described the histopathol ogy of this lesion
in detail and have emphasized the presence of large multilobated cells
which they designate atypical variants of the Reed-Sternberg cell. Characteristic Reed-Sternberg cells may be very difficult to find in this lesion.
Evidence that this1 is in fact Hodgkin.' s disease is provided by the observation of identical lesions in lymph nodes, spleen, liver and bone marrow (8)
(9).

)

In a study of over 100 cases of Hodgkin 1 s disease undergoing laparotomy,
splenectomy, liver biopsy, periaortic and mesenteric lymph node biopsy and
iliac crest bone marrov1 biopsy for staging purposes at Stanford University
Hospital (8), we have, observed a1 striking degree of previously unrecognized
involvement of the spleen and periaortic lymph nodes by nodular sclerosing
Hodgkin's disease in untreated patients. In several cases involvement of
the spleen was not suspected clinically and the spleen was of normal size.
These observations are contrary to the statements made by Hanson (4) in
1964 that nodular sclerosing Hodgkin's disease was not encountered below the
diaphragm at the onset of the disease.
This form of Hodgkin's disease has a striking predilection for the
mediastinum where it may involve both the thymus and mediastinal lymph nodes
and is1 the most common type of Hodgkin 1's disease affecting adolescent or
young adult females (10). Within the nodular sclerosing type histologic
variations in tne stromal pattern may be seen resulting in studies to determine whether the predominance or depletion of lymphocytes is of further
importance in evaluating prognosis.

)

Case 19 illustrates nodular sclerosing Hodgkin 1 s disease involving a
supraclavicular lymph node.
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MODERATOR •s DIAGNOSIS:
l

NODULAR L'YMPHOMA, HISTIOCYTIC TYPE

HISTORY:
This 60 year old. white male was found to have a hard irregular mass in
the left lower quadrant of the abdomen on a routine physical examination.
The patient had no history of change in bowel habit or rectal bleeding.
Some 9 months prior to this the patient had been hospitalized with fractures
of the 9th and 10th ribs, but the abdominal mass was not palpable at that
time. Laboratory findings included an hematocrit of 43.5%, hemoglobin 14.4
grams; WBC 6 ,,600 with 63% polymorphonuclear leukocyts, 21% lymphocytes, 13%
monocytes· and 2% eosinophils. Urinalysis was negative and serology was
non-reactive. A barium enema demonstrated the abdominal mass to be extrinsic
to the colon. An exploratory laparotomy on December 9, 1964 revealed enlarged retroperitoneal lymph nodes, extending up along the aorta. Excisional
biopsy of retroperitoneal lymph nodes was performed. The specimen consisted
of 4 lymph nodes varying in size from 2 to 9 ems. in maximum diameter. On
cut section the lymph nodes were homogeneous, soft and tan with a lobular
pattern.
The patient was treated with radiation therapy to the left lower abdominal quadrant and periaortic area in 1964.
Follow-up: The patient developed axillary lymphadenopathy in May 1968.
These nodes were excised and diagnosed as malignant lymphoma. He was
treated by irradiation therapy and has had no' recurrence to date •.

DISCUSSION:
Sections of the retroperitoneal lymph node show· effacement of the normal
architecture of the node which has a distinctly nodular pattern throughout.
The nodules are composed predominantly of cells with large vesicular, somewhat convoluted nuclei and abundant, eosinophilic, sometimes vacuolated
cytoplasm. Atypical cells with large nuclei and prominent nucleoli, together
with occasional binucleated and multinucleated cells are seen. Mitotic
activity is variable but is brisk in some nodules. Adjacent nodules, are
seen to compress the intervening stroma which consists, predominantly of
unremarkable lymphocytes, wi th occasional atypical histiocytes. There is
fusion and coalescence of nodules, some of which show the cracking artefact.
This observation, however, is of· little help in distinguishing reactive
follicular hyperplasia from nodular lymphoma. Focal scleros i s is seen.
This is not uncommon in retroperitoneal lymph nodes and can be seen to a
greater extent in case No. 21. Inadequate biopsies of retroperitoneal
lymphomas sometimes show a degree of sclerosis which makes interpretation

)
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of the lesion difficult for pathologist. Bennett and Millett (1) have
reported that patients with retroperitoneal lymphomas showing this pattern
had a relatively good prognosis. The latter observation seems controversial
to me and 1;-1arrants further investigation.

)

I interpret this lesion as a nodular lymphoma histiocytic type.
Although compression of reticulin fibers is seen around the nodules in silver
impregnated sections, increased amounts of reticulin are present within the
nodules as compared with the nodular lymphomas of the lymphocytic type. In
my experience, which coincides with that of Rappaport et al, nodular lymphomas of the histiocytic type usually progress into diffuse histiocytic
lymphomas (reticulum cell sarcoma). However, retention of a nodular
(follicular) pattern may be seen at autopsy.

l

REFERENCES :
)

1.

Bennett, M. H. and Millett, Y. L.: Nodular sclerotic lymphosarcoma.
A possible new clinicopathologic entity. Clin. Radiol., 20:339, 1969.
Please refer to case No. 7 for additional bibliography.
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MODERATOR'S DIAGNOSIS:

MALIGNANt LYMPHOMA, PLEOMORPHIC HISTIOCYTIC TYPE
WITH SOME FEATURES RESEMBLING HISTIOCYTIC
MEDULLARY RETICULOSIS

HISTORY:

l

)

)

)

In October 1968 this 17 year old white boy developed cervical lymphadenopathy associated with herpetic ulcers in the skin of' the submandibular
and parotid areas as wen as, a small nasopharyngeal nodule. Biopsy of the
nasopharynx was reported as lymphoid hyperplasia associated with a small
epidermal inclusion cyst. A section of the cervical lymph node was submitted
to Dr. Lauren V. Ackerman who made a diagnosis of reticulum cell sarcoma.
The patient was referred to Stanford Medical Cente~ for therapy and the
histologic sections1 were reviewed. These showed most unusual histologic
features and 'liJere interpreted as atypical hyperplasia.. No therapy was given
and a l l palpable disease and s.ymptoms regressed spontaneously. However, in
March 1969, he developed further lymphadenopathy associated with fever and
drenching night sweats. Physical examination revealed palpable non-tender
rubbery lymph nodes in the anterior and posterior cervical chains bilaterally
together with massive lymphadenopathy in the left axilla. No organomegaly
or mass was present in the abdomen. On April 14th 1969 a left. axillary
lymph node biopsy was performed. The cut surfaces showed a nodular pattern
with firm white nodules of varying sizes, the largest of which measured 0.4
em. in diameter.
The axillary lymph node biopsy was interpreted as malignant tumor unclassified. Because of· the obscure nature of his malignancy he underwent a
thorough evaluation including laparotomy, splenectomy~ liver biopsy, periaortic lymph node biopsy and bone marrow biopsy. The spleen showed extramedullary myelopoiesis and features of congestive splenomegaly. Extramedullary hematopoiesis was also seen in, the liver; hov1ever, the bone marrow
biopsy showed a norma-cellular marrow. The periaortic lymph nodes showed
identical histologic features to those seen in the axillary lymph nodes.,
He l.ras, given radiation therapy which he tolerated poorly. Hoi.rever, the
lymph nodes regressed in size to• about a third of their original dimension.
Because of worsening general health, radiation therapy was discontinued.
After being discharged from hospital for home care, he died on July 6th, 1969.
No autopsy was obtained.
DISCUSSION:
The earliest sections which w·ere submitted from an outside institution
to Dr. Lauren Ackerman and subsequently to our laboratory showed partial
maintainence of the nodal architecture,, particularly in the largest of the
nodes sectioned. Widely dilated sinuses could be seen in these areas

1
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containing proliferating histiocytes with eosinophilic cytoplasm. Aggregates
of similar histiocytes were present in the intervening lymphoid stroma
associated with large numbers of plasma cells. Elsewhere there was fairly
extensive effacement of the nodal architecture associated with proliferation
of histiocytes which showed nuclear pleomorphism and atypia. Mitoses were
fairly frequent in these areas. Occasional small foci of necrosis associated
with nuclear karyorrhexis were also seen, together with groups of "epithelioid ..
histiocytes. In view of the clinical history of herpetiform lesions I felt
that the histologic picture was most unusual and might be the result of a
viral infection. Subsequent lymph node biopsies, of which the section distributed is an example, show a vastly different histologic pattern. Although
in some areas there is evidence of maintenance of a sinusoidal pattern,
with patency of the subcapsular sinus, the lymph node architecture is extensively effaced by proliferating, bizarre, pleomorphic cells. Many of these
fill the subcapsular sinus. The nuclei are. large and vesicular with prominent
nucleoli, and there are many giant multilobated forms. The cytoplasm varies,
some cells having vacuolated cytoplasm, others having markedly basophilic
cytoplasm, and these usually have hyperchromatic nuclei.

)

)

}

In retrospect many of the changes seen in both the earliest biopsy and
the more recent lymph nodes, show features which have been described in
histiocytic medullary reticulosis (malignant histiocytosis). These include
the proliferation of atypical histiocytes within sinuses. Rappaport empha~
sizes the difficulty of differentiating malignant histiocytosis from reactive
histiocytic proliferation in the early stages of this disease. The marked
degree of pleomorphism, with cells simulating, Reed-Sternberg cells, has also
been described in association with malignant histiocytosis. However, the,
distribution of the· lesions in this patient and the clinical course are not
characteristic of histiocytic medullary reticulosis. In the latter, anemia,
thrombocytopenia and jaundice are frequently associated with widespread
proliferation of histiocytes in the red pulp of' the spleen, liver, sinusoids
and frequently the bone marrow. None of these clinical or histologic
features was seen in this ~atient. I could think of no metastatic tumor
v7hich produces features similar to those. seen in these sections and on the
basis of the widespread lymphadenopathy, both peripheral and abdominal, have
come to the reluctant conclusion that this must be classified as a pleomorphic histiocytic lymphoma., Cases 20 and 23 will illustrate many of the more
characteristic features of histiocytic medullary reticulosis.
REFERENCES :
1.

Rappaport, H.: Tumors of the hematopoietic system. Atlas of Tumor
Pathology Fascicle 8, 1966, pp. 49 (malignant histiocytosis) and pp~99
(malignant lymphoma, histiocytic type).
Please refer to caseSJ No, 20 and 23 for bibliography on histiocytic
medullary reticulosis'.
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MODERATOR'S DIAGNOSIS:

•

HODGKIN'S DISEASE,, GRANULOMA TYPE (JACKSON AND
PARKER) LYMPHOCYTE DEPLETION (DIFFUSE FIBROSIS LUKES AND BUTLER)

HISTORY:
The patient was admitted on April 16, 1967, with the complaint of
asthma. He was in good health until January 1967 when he had fever, chills,
and sore throat which was followed by asthma. A 15 lb. weight loss was
noted by the patient. The chest film two days prior to admission demonstrated
mediastinal enlargement and right pleural effusion. Past medical history
was essentially negative.

l

Physical examination - revealed a pale cachectic and dyspneic white
male. Large lymph nodes were present supraclavicularly. Bilateral wheezes,
rales, and right pleural effusion '"ere elicited in the chest. The abdomen
The remainder
was tense but had no tenderness. The liver was down 4 em.
of the examination was unremarkable.,

)

)

)

Laboratory report -complete blood count demonstrated hemoglobin 11 gms.,
hematocrit 32%, WBC 4700 with differential count of 4 bands, 84 segmented
cells, 10 lymphocytes, and 2 monocytes. Mumps test and heterophil agglutinins were negative.
Surgery -on April 18, 1967, excisional biopsy of the left axillary
lymph node l·ras, performed.
Gross pathology - the specimen consisted of a large lymph node which
appeared gray-white and measured 3 x 3 x 1.5 em. On section, an area of
hemorrhage was noted at one of the poles.

)

)

J

Course - the patient was begun on radiation therapy on April 20', 1967,
and tolerated it well. He was discharged on May 17, 1967~ On returning on
July 26, 1967, for his last admission for the purpose of radiation to pel¥ic
and abdominal portals, the patient's hemoglobin was 7.5 gms. with white,
blood cells 1, 700 and platelets 153, 000., He had received a total of 5 units
of blood throughout the course of his illness. Aside from mild weakness,
he had been essentially asymptomatic, until the onset of abdominal pain~
disseminated purpura and vesicular rash occurring ten days prior to his
death~
His final course was one of increasing obtundity, although the
abdominal pain subsided. He ran a consistent lrn-7 grade fever. He expired
on August 23, 1967. Postmortem examination was not obtained.
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DISCUSSION:

'

')

)

)

,Apart from a thin rUn of cortex, most sections show complete obliteration of the normal nodal architecture by proliferating histiocytes and
spindle shaped cells resemb,ling fibroblasts (most probably representing
facultative histiocytes- (Stout and Lattes). Variable numbers of eosinophils and plasma cells are seen,, but there is a distinct paucity of lymphocytes in most areas1. Extensive necrosis is present in some sections and
this is associated focally with the presence of giant cells of the Langhan's
type. Cells adjacent to the necrotic foci show a considerable degree of
nuclear atypia and pleomorphism. There are many multinucleated cells with
prominent nucleoli, and othersthat have acidophilic cytoplasm and pachychrornatic nuclei (so-called mummified cells). Mitotic activity is brisk.
This case provided me with distinct diagnostic problem. Although the
polymorphous cellular stroma is highly suggestive of Hodgkin's disease I
had great difficulty in identifying characteristic and photogenic ReedSternberg cells. Nevertheless, rare cells with large eosinophilic nucleoli,
perinucleolar clearing, distinct nuclear membranes and amphophilic cytoplasm
are present. Lukes and Butler (2) reported that in general there is an
inverse relationship between the frequency of lymphocytes and Reed-Sternberg
cells. They stated that the diffuse fibrosis and reticular types were
associated with numerous Reed-Sternberg cells. This has not always been my
experience and if this case is representative of Hodgkin's disease lymphocyte
depletion, it illustrates the difficulty of identifying characteristic
Reed-Sternberg cells. A granulomatous reaction with Langhan's type giant
cells is not infrequent in assoc i ation with Hodgkin's disease, in the absence
of demonstrable acid fast bacill i or fungal elements. The significance of
this granulomatous reaction is pursued in greater detail, in the discussion
on case No. 24.
REFERENCES:
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See case No. 24 for additional bibliography.
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MODERATOR'S DIAGNOSIS:

J.lfALIGNANT LYMPHOMA, HISTIOCYTIC TYPE INVOLVING
THE SMALL BOWEL AND MESENTERIC LYMPH NODES,
PRECEDED BY A HISTORY OF MALABSORPTION AND
ASSOCIATED WITII AN IgA ABNORMALITY

HISTORY:
This patient is a 42 year old Mexican~American male with an eight-year
history of intermittent colicky abdominal pain with diarrhea. In 1966, a
cholecystectomy was performed for chronic. cholecystitis associated with a
poorly filling gallbladder and recurrent abdominal pain. The. small bowel
was described as being normal at that time. Over the. last three years he
has lost close to 60 pounds in weight, and for the last year has bad intermittent fever. Since 1968, he has been hospitalized at least five times at
Stanford Medical Center with a diagnosis of malabsorption. Pertinent laboratory findings during this time were as follows: ESR,, 45; 72-hour fecal fat,
60 gm. in 24 hours;, serum carotene, 19 meg.%; D-yxlose, 4.1 gm. excretion 01~
a 25-grn. loading dose serum vitamin B12,, 125 mg.%; serum immunoelectrophoresis, normal. ·
Small bowel x-ray series sh~1ed generalized dilatation of the bm;el
without evidence of thickening of the bowel wall. A laparotomy performed in
May 1968, revealed a dilated jejunum and hard serosal plaques in the ileum,
A biopsy of the jejunum was performed, together with a mesenteric lymph node
biopsy., As a result of the changes seen at that time, the patient t-Ias placed
on prednisone (20 mg. per day) in June 1968. His symptoms did not appear to
change appreciably on this regimen. In September 1968, he was placed empirically on a gluten-free diet. In May he was treated for magnesium deficiency
because of symptoms of tetany. His serum potassium was 2.2, and albumin 2.7.
At this time, he was noted to have abnormal serum immunoglobulins, including
low lgG, low Igt1, and increased lgA (monoclonal). In July of 1969, he was
admitted to Stanford Medical Center Emergency Room with a sudden onset of
abdominal pain. Laparotomy was performed, and he was found to have. a 1 em.
perforation in the ileum associated with peritonitis. The involved area
was resected, and a mesenteric lymph node was biopsied. After an uneventful
postoperative course, he was discharged.
On August 3, 1969, he again developed acute abdominal pain, and a second
laparotomy disclosed a further perforation of the ileum, more proximal to
the previous area. The involved area was resected.
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DISCUSSION:
A representative section of the ileum resected on August 3, 1969
(following the second perforation of the ileum) has been distributed. Of
particular interest and significance in this case, however, is1 the comparison
of sections of peroral jejunal biopsies and an open biopsy of' the jejunum
and mesenteric lymph nodes performed at laparotomy during the year 1968,
with a mesenteric lymph node biopsy performed in August 1969 concomi tantly
with the resection of small bowe,l. Unfortunately insufficient tissue was
available to enable all these sections to be distributed.
The histologic changes in the previous jejunal biopsies in 1968 are
identical to those described by Eidelm.an et al (1) in a series of· nine
patients from Israel with intestinal malabsorption associated with primary
lymphoma of the small bowel and mesenteric lymph nodes. These changes comprised flattening and broadening of the jejunal villi with diminution in
the number of crypts. The lamina propria contained a dense infiltrate
consisting of an admixture of plasma cells, lymphocytes and small aggregations of atypical histiocytes without evidence of follicle formation. This
cellular infiltrate was confined to the lamina propria and did not penetrate
the muscularis mucosa. The overlying epithelium retained its brush. border
in most areas and the overall mucosal pattern was not consistent with the
changes seen in idiopathic sprue (2). A mesenteric lymph node biopsy in
1968 showed reactive hyperplasia with the addition of scattered atypical
histiocytes similar to those seen in the lamina propria of the jejunum.
The histol ogic features in the resected ileum are vastly different.
They show widespread mucosal ulceration and necrosis associated with a
cellular infiltrate which invades throughout the bowel wall and is associated
with disruption of the muscularies propria. Nuclear atypia is marked and
there are numerous mitoses. The proliferating cells vary from those resembling atypical lymphocytes, to plasmacytoid cells and to cells showing
histiocytic differentiation. Occasional binucleated and multinucleated
histiocytes with prominent nucleoli are seen but these do not fulfill the
criteria for Reed-Sternberg cells. The mesenteric lymph node biopsy shows
partial effacement of the nodal pattern by prol iferating atypical cel l s most
of which are bizarre multinucleated histiocytes. On the basis of these
findings 1 have classified this case as a malignant lymphoma of the pleomorphic histiocytic type. Nevertheless, the changes in the bowel are most
unusual and defy classification.
Although malignant lymphomas of the small bowel may present with the
clinical manifestations of malabsorption (3,4,5) and cases of lymphoma have
been reported complicating idiopathic sprue, (6,7,8,11) the series reported
by Eidelman and associates (1) in Israeli Arabs and non-European Jews appears
to be unique. This applies to both the clinical manifestations of the syn~
drome and to the histol ogic findings in small bowel biopsies and subsequent
laparotomy and autopsy material. Following the observations of Eidelman and
associates,, Seligman et al (9) ijave reported the presence of an abnormal
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IgA globulin, devoid of light chains, in the serum, urine, saliva and in
the proliferating cells: of a young Arab patient with the identical clinical
syndrome. Subsequent investigation of the patients in Israel has1 also disclosed IgA abnormalities and the case presented here falls into the same
category. Of particular interest to me is the fact that there are three
other patients at Stanford Uedical Center with similar clinical histories,
whose peroral jejunal biopsies shaw identical histologic features, the
significance of which I , have been asked to interpret! All four of these
patients at. Stanford are, of Mexican origin. Furthermore, I am aware of two
other Mexican patients, one seen at Barnes Hospital in St. Louis~ and the
other referred to me by Dr. R. W. Huntington, of the Kern County Hospital,
Bakersfield, California. Both these patients gave a history of malabsorption and developed a malignant lymphoma of the histiocytic type which was
widespread at autopsy. Confirmation of the apparently high incidence in
Mexican patients is essential, particularly in view of the controversy as
to whether the etiology of this syndrome in Israeli patients is related to
geographic, rather than ethnic or genetic factors. An isolated case reported
by Jinich et al (10) is intriguing since the patient is1 a young male, nonEuropean Jew of Syrian origin who was born. and had lived all of his life in
Mexico City!
In conclusion it should be noted that, with one exception, none of the
patient with this clinicopathologic syndrome have responded to a glutenfree diet. In several cases, this1 regimen aggravated the condition.
Furthermore, several patients in whom a diagnosis of malignant lymphoma was
made on the basis of the jejunal biopsy, suffered perforations of their
small bowel either during or following courses of chemotherapy. Nevertheless,
once the diagnosis of lymphoma is firmly established either chemotherapy or
radiation therapy would seem a more logical form of treatment than surgery,
in view of the widespread distribution of lesions throughout the small
bowel.

J
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CASE NO. 13

17906

MALIGNANT LYMPHOMA, POORLY DIFFERENTIATED
LYMPHOCYTIC TYPE

l
HISTORY:

)

This 64 yea~ old white female noted a mass in the right submaxillary
area1 several weeks ago, followed briefly by the appearance of another mass
in the right supraclavicular area which seemed to steadily increase in size.
The right supraclavicular mass measured 4 x 6 ems. In addition there were
multiple enlarged axillary and cervical lymph nodes. An excisional biopsy
of an enlarged lymph node in the right side of the neck was performed on
February 14th, 1969. The specimen consisted of an encapsulated, light pink
tumor measuring 1.7 x 1.3 x 0.6 ems.
F'ollow-up - the patient's condition was stable., Most recently she was
seen by her private physician on October 14th, 1969.
DISCUSSION:

The section distributed shows complete obliteration of the normal
sinusoidal and follicular pattern by a diffuse proliferation of cells predominantly of the lymphocytic type. These cells have infiltrated through
the capsule into perinodal fibrofatty connective tissue. The predominant
cell has a nucleus which is larger than a1 mature lymphocyte but smaller
than that of a histiocyte., There are marked nuclear variations which fre-·
quent and atypical mitoses. Many nuclei. are irregular in outline and at
times angulated or indented. Nuclear chromatin is somewhat coarse and most
nuclei contain prominent nucleoli. These are the characteristics of the
atypical neoplastic lymphocyte, which differs morphologically from the
lymphoblast of acute lymphoblastic leukemia by virtue of its greater nuclear
pleomorphism and coarser chromatin structure. Berman (1) has applied the
term reticular lymphocyte to this cell!.. Scattered histiocytes with atypical
nuclear characteristics can also be seen intermingled with the lymphocytic
cells.
Comparison of this case with case No. 7 (nodular lymphoma, poorly differentiated lymphocytic type ) shows strikingly similar morphologic features.
In both lymph nodes the predominantly atypical cells are neoplastic lymphocytes; in case No. 7 arranged in a nodular pattern, and in the present case,
proliferating diffusely throughout the node.
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Both the nodular and diffuse lymphomas of the poorly differentiated
lymphocytic type are not infrequently associated with involvement of the
bone marrow and peripheral blood . (2). Sufficient numbers of these cells
in the peripheral blood may produce a leukemic picture which has been termed
"leukosarcoma." The leukosarcoma cell is said to have an irregularly shaped
or indented nucleus with a distinct· nucl eolus and a chromatin structure
coarser than that of a lymphoblast (2). Furthermore, nuclear pleomorphism
is more pronounced. A previous report by Mitus et al
(3) that lymphosarcoma cells show significantly higher glycogen content of the cytoplasm
than do lymphoblasts of acute lymphocytic leukemia has been recently contradicted by Bennett and Dutcher (4). They observed significant amounts. of
glycogen in the majority of leukemic lymphoblasts. This has been my own
experience (5), and serves to differentiate lymphoblasts of acute leukemia
from the undifferentiated lympboreticular cells of Burkitt's twnor which
contain little, if any, glycogen (4,6).
)

)
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12723

HODGKIN'S DISEASE, GRANULOMA TYPE (JACKSON...AND PARKER)
MIXED CELLULARITY (LUKES AND BUTLER).

HISTORY:

)

This 27 year old white male noticed a gradually-enlarging painless lump
in the left axilla for 10 days prior to admission. He was otherwise asymptomatic and his past medical history was negative. Physical examination was
essentially negative except for the mass in the left axilla. Routine bemagram and urinalysis were within normal limits. A chest x-ray w¥· ~ormal.
On October 19, 1962, several discrete lymph nodes were exci#ed ·from, the
left axilla. The spectmen consisted of an oval and apparently encapsulated
maas measuring 6 x 4 ems. in diameter. Multiple sections of the mass revealed
partial subdivision. into three adherent structures resembling lymph _.n odes.
The cut surface of these nodes was uniformly pale, with indistinct reticumr
subdivisions.

Follow-up - the patient was last seen on Deeember 4th 1967 by his private
physician. At that time he had no recurrence and his chest was clear. The
patient had received radiation therapy innnediately pos:t-surgery, in 1962.

)

)

DISCUSSION:
Section of an axillary lymph node sh~ almost - ~lete obliteration of
the normal nodal architecture although occasional small follicles with follicular center can be seen in the cortex and medulla. The stroma is composed
of an admixture of lymphocytes, numerous· eosioophil . ~~ukocytes, scattered
plas~ cells and bistiocytes. Although they are not in profusion, character. istic Reed-8terberg cells are seen.. These· are binucleated or .multilobated,
have prominent eosinophilic nucleoli with perinucleolar clearing and thick
nuclear membranes. The cytoplasm is frequently amphophilic and vacuolated.
Occasional mononuclear cells with identical morphological features . are seen.
In addition. there are -cells with pyknotic-nuclei and basophilic cytoplasm
(so-called mummified cells). I suspect the latter· represent degenerate ReedSternberg cells. Occasional atypical mitoses are-.seen. These ·are la:rge and
· appear to represent mitotic activity of atypical histiocytes. There is increased vascularity of the. stroma and silv.er""-im~ted· section& · show
abundant reticulin formation .. - These are the chara:cte.ristic histologic feat•.1res
of Hodgkin•s disease, mixed cellularity (Lukes aud Butler ),. granulana typE;:
(Jackson and Parker) .,
The absence of mediastinal involvement in .thitsw"Pstient is significant
since Hodgkin's disease witb mixed cellularity rarely appears to involve
either the thymus or mediastinal lymph nodes. The.. most coonnon form.-.of the
disease encountered in the mediastinum is the nodular''S.C..lerDB.ing., type ...

REFERENCES::
Please refer to -G.ases Nos. 1, . 8 and 24 for ;<bibli-ography~
)
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MODERATOR 1 S DIAGNOSIS:

EXTRAMEDULLARY MYELOBLASTOMA (GRANULOCYTIC SARCOMA)
INVOLVIN:; THE BREAST

l
HIS'IDRY:,

This 46-year old white female developed a painless lump in the upper outer
quadrant of the left breast, approximately one year after excision of an intraductal papilloma from the same breast. Physical examination revealed a 3 x 2 x
2 em. firm, nontender mobile mass in the upper outer quadrant of the left breast.
Mammograms were negative. Excisional biopsy of this mass was performed on
March 21, 1969 and the frozen section diagnosis was: "malignant tumor suggestive of malignant lymphoma; final diagnosis deferred.,''
The gross specimen was reported to be approximately 5 em. in maximal
diameter. The sectioned surfaces showed irregularly lobulated portions of
tan-yellow and focally hemorrhagic tissue which, appear to have pushed aside
the surrounding fibroareolar stroma.

.,

)

)

After reviewing the permanent sections, a diagnosis of extramedullary
myeloblastoma (granulocytic sarcoma) was made. At that time, however, a bone
marrow aspirate was said to show no significant pathologic changes apart, from
moderate erythroid hyperplasia and slight plasmacytosis. Blood chemistries
showed an LDH elevated to 642 units. During a subsequent workup for intermittent vaginal spotting, a large pelvic mass was palpated and there was evidence of ascites. IVP showed no excretion from the right side and an obstructed
ureter on the left. Paracentesis was performed and the cellular button, together with smears of the paracentesis fluid, were reported to contain primitive
cells of the granulocytic series similar to those observed in the breast tumor.
At this1 time, sections were referred to Dr. Henry Rappaport for his
opinion. His reply included the following con:ment: ' 1'l'his is the best example
of extramedullary granulocytic sarcoma that I have encountered. Please send
me 127 sections for a seminar that I am giving!"
Althoug,h there was still no evidence of bone marrow involvement, it was
recommended that she be started on 6-MP and Prednisone. Because of her urinary
discomfort and impending complete urinary obstruction, radiation therapy was
recommended. Following radiation therapy, there was a decrease in her ascites
and the pelvic mass diminished markedly in size. 6-MP was stopped because of
pronounced bone marrow depression. The patient developed a pleural effusion
and cytologic examination of the pleural fluid showed identical primitive cells
of the granulocytic series.
To date, (approximately nine months after exc~s1on of the breast tumor),
there is still no evidence of granulocytic leukemia in either bone marrow or
peripheral blood.

J
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)

)

)

)

)

Sections of the breast tumor show identifiable lobules in which there is
evidence of mammary dysplasia. A dense stromal infiltrate is seen surrounding
terminal acini and ducts. The component cells are of relatively uniform size
and do not form cohesive masses.
There nuclei are vesicular, frequently
irregularly indented with overlapping nuclear segments. Rare nuclei contain
prominent nucleoli. Mitotic activity is variable, but in certain fields, four
or five mitoses can be identified per high power field. Careful examination of
the cytoplasm reveals distinct variations from cell to cell. In some the cytoplasm is indistinct and vacuolated. Other cells contain more abundant, distinctly eosinophilic cytoplasm and scattered cells contain ~ominent eosinophilic cytoplasmic granules. These have the morphologic characteristics of
eosinophil myelocytes. Paraffin sections incubated in a substrate containing
naphthol AS-D chloroacetate show a strongly positive scar1~t staining of the
cytoplasm of many of these cells. This is indicative of nonspecific esterase
activity which, by contrast, is not seen in the cytoplasm of epithelial cells
lining ducts and acini or in macrophages scattered throughout the section.
Moloney et al (2) and Leder (3) have demonstrated the u; efulness of this
technique in the identification of leukocytes in peripheral blood and in
paraffin sections respective!~ Varying amounts of diastase-resistant PAS positive material can also be seen in sections stained with the periodic acid Schiff
method.
Despite the unusual history in this case, the morphologic and histochemical findings are diagnostic of extramedullary myeloblastoma. Rappaport (1)
and others (5,6) have emphasized the difficulty of identifying the neoplastic
cells as being of granulocytic origin and have pointed out the degree of pleomorphism of the cells in extramedullary myeloblastomas as compared with the
bone marrow and peripheral blood. Although unusual, extramedullary myelo ...
blastomas (chloromas) have been reported as the presenting feature of acute
leukemia, usually in childhood (4,5,6,7). In Uganda, where Burkitt's tumor is
so commonly encountered, Davi~s (4) reported eight cases of chloroma involving
facial bones, six of which involved the orbit. Lusher (5) reported the case
of an 8-year old boy who prese.nted with a chloroma of the left orbit and did
not develop blood or bone marrow evidence of acute leukemia for six and a half
months. Comings et al (8) reported a case of myeloblastoma preceding by at
least three months the development of blood and marrow evidence of acute
leukemia. Not all of the extramedullary tumors are green in color. The
specimen in this case did not strike us AS having a greenish tint.
The patient after nine months free from leukemia was readmitted to the
hospital with leukemia.

J
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FOLLOW-UP:

l
The patient was readmitted to the hospital on December 9~ 1969 with a
WBC of 65,000 of which 86% were blast cells. The bone marrow and the
peripheral blood were interpreted as acute myelomonocytic leukemia.

)

l

)

)

l
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MODERATOR 1 S DIAGNOSIS:

LYMPH NODE - KAPOSI 1 S SARCOHA ASSOCIATED WITH
SUSPECTED MEASLES LYMPHADENOPATHY

HISTORY:

)

This two and a half year old African boy· developed bilateral cervical
lymphadenopathy, The child lived in a rural area and was brought to a small
community hospital where a lymph node biopsy was performed.
In view of the
unusual nature of the histologic pattern, the sections were sent to the
Institute for Medical Resenrch in Johannesburg and following definitive
diagnosis arrangements were made for the child to be transferred to the
Johannesburg Hospital. It was several weeks before this could be accomplished.
On physical examination the child was found to have bronchopneumonia together
with a striking generalized lymphadenopathy. Before therapy could be instituted the child died.
Autopsy Findings: There was a remarkable degree of lymphadenopathy
involving all peripheral lymph node areas, intrathoracic and intra-abdominal
lymph nodes., These were purplish-red in color. The only other sites of
involvement of lymphoid tissue were the· Peyer 1 s patches of the terminal ileum.
In addition the child was found to have acute bronchopneumonia. No skin
lesions were noted.
DISCUSSION:

)

}

The section distributed is representative of the numerous lymph nodes
examined. Apart from a very thin rim of recognizable lymphoid tissue, there
is complete obliteration of the normal modal architectu~e by proliferating
bundles and fascicles of spindle-shaped cells assc~!ated with focal stromal
hyalinization.. Large. numbers of extravasated erythrocytes are seen frequently
lying within cleft-like spaces bounded by spindle-shaped cells. Variable
numbers of lymphocytes, occasional plasma cells and macrophages, some contain.-·
ing hemosiderin pigment, are seen interspersed among the spindle-shaped cells.
The latter resemble fibroblasts and show minimal nuclear atypia. Occasional
mitoses can be identified.,
Peripherally, apparently within the capsule and subcapsular sinus, there
is an angiomatous pattern with distinct vascular spaces, lined by endothelial
cells, containing erythrocytes.
These are the characteristic histologic features of Kaposi's sarcoma,
involving a lymph node.

J

An additional feature of great interest in this case is the presence of
groups of multinucleated giant cells. These have abundant eosinophilic cytoplasm containing numerous hyperchromatic nuclei of the same size and shape as
lymphocytes and frequently located in a central zone surrounded by cytoplasm~

')

- 38 -

Page 2
l

DECEMBER 7, 1969- CASE NO. 16
ACCESSION

~~.

18093

Nuclear karyorrhexis is seen in some of these giant cells, which strongly
resemble the Warthin-Finkeldey giant cell associated with measles. The
association of this finding with bronchopneumonia provides weight to this
assumption. These cells have been encountered in lymph nodes draining the
site of vaccination against measles (9).

,

The clinical presentation of Kaposi's sarcoma in African children is
utterly at variance with that usually seen in African adults (1). In children
the disease has a strange predilection for lymph nodes (1,2~3),occular tissues,
and salivary glands, with skin nodules absent or sparsely and anomalously distributed. Yet the histologic picture in the lymph nodes and skin nodules in
children is exactly the same as that. seen in adult patients (4).
The earliest lesions in lymph nodes are seen to involve the subcapsular
and trabecular sinuses (4) with the production of an angiomatous appearance
similar to that seen at the periphery of the lymph node section distributed.
Perivascular spindle cell proliferation can always be identified, the latter
becoming more prominent until the entire lymph node is replaced by the
characteristic spindle cell lesion.

,
)

)

)

J

The histogenesis of Kaposi 1 s sarco~·is still the subject of considerable
controversy. Light microscopic (4), electron microscopic (6, 7), histochemical
(6,8), and tissue culture studies (4) have failed to resolve this problem. The
reported association of malignant lymphomas, and particularly Hodgkin''s disease with Kaposi's sarcoma in patients of European extraction appears to be
more than coincidental (5). (A case of a white female patient from St. Louis,
Missouri, with Hodgkin's disease who developed Kaposi•s sarcoma involving the
breast and axillary nodes is presented.) However, in Africa, where the
incidence of Kaposi 1 s sarcoma involving the skin approaches that of squamous
carcinoma and melanoma, and where malignant lymphoma is the commonest tumor of
childhood, the simultaneous occurence of these two neoplasms is an extreme
rarity (5). I have yet to encounter a report of Burkitt•s tumor in a child
associated with Kaposi's, sarcolll8. I favor the concept that Kaposi's sarcoma
is a tumor of' the lymphatic system (8). The lesions closely follow the distribution of lymphatics in the skin, subcutaneous tissues, tongue, and gastrointestinal tract and frequently ensheath blood vessels in the thorax and
abdomen. In the viscera the lesions are frequently perivascular in situation.
Furthermore, I have yet to encounter a report of Kaposi's sarcoma involving
the brain which, significantly, is devoid of lymphatics. The hemorrhagic
nature of the lesion could well be. accounted for by the presence of abnormal
lymphatico-venous anastamoses. These were~in fact,demonstrated by Palmer at
the symposium on Kaposi's sarcoma (4) in Kampala, Uganda, which I had the
privilege of attending.

l
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¥DDERATOR 1 S DIAGNOSIS:

SINUS HISTIOCYTOSIS WITH MASSIVE LYMPHADENOPATHY;
NEWLY RECOGNIZED BENIGN CLINICO-PATHOLOGIC ENTITY .

A
)

HISTORY:
A 19-year old African boy presented with slowly increasing, marked,
painless cervical, postauricular, and intraparotid lymphadenopathy of ten
years' duration. The patient was otherwise asymptomatic. Physical examination showed massive enlargement of the aforementioned lymph node groups
together with mild enlargement of the axillary lymph nodes. The liver and
spleen could not be palpated. Laboratory investigation revealed leukocytosis
with eosinophilia and hypergammaglobulinemia, with reversed albumin globulin
ratio• A chest x-ray showed no abnormalities. Biopsy of a cervical lymph
node was performed.

l

Course: No treatment was instituted. The disease followed a stationary
course with no evidence of remission or progression. Two years later the
cervical lymph nodes, were still rather enlarged although the patient remained
asymptomatic.
Follow-up: Eight yeats following the cervical lymph node biopsy (18
years after cervical lymph node enlargement ~-1as first noted), the patient
was still alive.

DISCUSSION:
Representative sections show fibrous thickening, of the capsule of the
lymph node to which are adherent fragments of parotid salivary gland., In some
areas the subcapsular and medullary sinuses, are markedly dilated and filled
with large histiocytes together with numerous plasma cells and lymphocytes.
Russell bodies are frequently seen both within sinuses, and adjacent medullary
lymphoid tissue. Demarcation between sinuses and lymphoid tissue is less
distinct elsewhere and there are areas in which the architecture appears to
have been effaced by a diffuse proliferation of histiocytes. This is associated with increased vascularity and some degree of fibrosis. The histiocytes
have large nuclei varying somewhat in shape, frequently with prominent eosinophilic nucleoli; but, cytologic atypia is minimal and mitoses are extremely
rare. Their cytoplasm is abundant, often acidophilic, fibrillary, and frequently vacuolated. Very occasional multinucleated histiocytes are seen
within sinuses. Plasma cells are dispersed in great profusion throughout the
section and there are occasional aggregates of eosinophils and polymorphonuclear
leukocytes. Apparently phagocytosed cells can be seen ~7ithin the cytoplasm of
some large histiocytes. l.fost of these appear to be well-preserved lymphocytes,
with an occasional plasma cell. When numerous, these cells have a tendency to
distribute themselves along the periphery of the cytoplasm of the histiocyte.

l

,
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The findings in this case together with those of three others of a similar
nature have been published (1). These four· cases had been variously diagnosed
as malignant reticulosis, lipoid histiocytosis,, or as 11 cholesterol-type lipoid-·
osis, versus Lette1:er-Siwe disease. 11 .All four had the distinctive clinical and
pathological features described above, which we thought were unlike those of
the abovementioned lesions. Special stains for micro-organisms in all four
cases were negative. Periodic acid.-Schiff stain showed a small number of
diastase-labile· glycogen granules in the cytoplasm of the sinus histiocytes
and oil-red 0 stains revealed a minimal amount of neutral fat in these cells.
')

l

The onset of the disease was insidious, the main abnormality being prominent, painless, cervical lymphadenopathy. In all cases there was mild fever
and leukocytosis. Bone marrow examination in. two of these cases showed histiocytes similar to those seen in the lymph nodes. Two of the three patients in
whom serum protein determination was made had hypergammaglobulinemia. Cultures
of lymph nodes in. one case were negati.v e. Antibiotics were uniformly ineffective in diminishing the s i ze of the affected lymph nodes. All patients were
alive and well at the time of the last followwup (18,14,4,and 1 1/2 years after
the appearance of lymphadenopathy).
Review of the literature, · revealed only two reported cases which appear to
be of a similar nature.. Azoury and Reed (2) observed a Negro boy with involvement of cervical lymph nodes, testicles, and bone marrow associated with hypergammaglobulinemia,repeated infections, and an episode of rheumatoid arthritis.
We have reviet~ed the sections from this case and they show identical histologic
features. A case presented at the 18th Seminar of the Penrose Cancer Hospital,
diagnosed initially as malignant reticulo-endotheliosisl, was interpreted by
Dr. Henry Rappaport (3) as probably representing a benign histiocytic process
and shows striking similarities to our case.
Although the etiology is unknown we feel that these cases represent a
distinct entity which should not be confused with the other so•called histiocytoses or with malignant reticulo-cndoth elios i s and which runs a benign,
albeit prolonged, clinical course.

)

Full details of these cases may be obtained from the publication (1).
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l'DDERATOR 1 S DIAGNOSIS:

WISKOTT-ALDRICH SYNDROME, ASSOCIATED WITH A
NECROTIZING GRANULOMATOUS REACTION OF UNKNO'WN
ETIOLOGY

HISTORY:

This 7-year old white male was diagnosed as having the· Wiskott-Aldrich
syndrome in March 196·3, after frequent recurrent bouts of bloody diarrhea since
age 4-5 days which proved refractory to diet alterations. This, was associated
with eczema, bilateral suppurative otitis media, and easy bruising. In addition,
he had chronic muco-purulent conjunctivitis, chronic rhinorrhea, various food
allergies, and thrombocytopenia discovered at the age of 18 months. He has1 been
hospitalized numerous times for bronchitis, draining ears, severe caries,
Varicella with pneumonitis and monoarticular arthritis. He was found to have
reduced levels of lgM immunoglobulins and he has no isoagglutinins of the alpha
or beta type, even though his blood group is o.

)

Five months prior to admission on July 24th, 1969 ,, he developed enlarged,
firm, tender and painful lymph nodes in the right and left cervical areas, both
axillae, and inguinal areas. Treatment with Ilosone and Aehromycin resulted in
regression of the nodes. He had a low-grade fever at night during this time
associated with occasional nocturnal soaking sweats. Physical examination
revealed scattered small ecchymoses.. Slightly enlarged non-tender lymph nodes
lt7ere palpated in both anterior cervical chains and bilateral axillary areas. A
large 5 x 3 em. firm slightly tender, fixed lymph node was felt in the left
inguinal area with slightly purplish discoloration of the overlying skin. At
this time, laboratory investigation showed a hemoglobin of 11.7 grams, hematocrit 36.5%, WBC 8,900 with 70% neutrophils, 1% bandsJ 8% lymphocytes, 7% monocytes, 12% eosinophils, and 1% basophils. Platelets were 21,000. Routine:
urinalysis was within normal limits. Bleeding time waSJ greater than 25 minutes~
On July 25, 1969, an excisional biopsy of the left inguinal lymph node was
performed. Gross examination showed fragments of a lymph node which appeared
yellow-white with areas of. brown discoloration.

)

DISCUSSION:
This child classically typifies the Wiskott-Aldrich syndrome, with thrombocytopenia, eczema, and repeated infections. This is associated with reduced
levels of IgM immunoglobulins and absence of alpha and beta isoagglutinins.
This boy (E.M.) is one of 18 cases of the Wiskott-Aldrich syndrome analyzed by
Cooper et al (1). Fear of the possible development of malignant neoplasia
prompted biopsy of the inguinal lymph node. The incidence of malignant neoplasia~and particularly of malignant lymphomas developing during the course
of the disease, is, reported to be a high as 10-20% (2).

)

)
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Microscopic examination of the inguinal lymph node biopsy shows extensive
areas of necrosis frequently surrounded by palisaded histiocytes. There is a
striking depletion of' lymphocytes in the adjacent stroma with a preponderance
of histiocytes and fibroblasts. Focal small granulomas are seen. In. addition,
there are numerous plasma cells, many of which have a distinctly eosinophilic
cytoplasm, which is strongly PAS positive, and frequent Russell bodies. There
are many granulocytes, some of which have the morphology of eosinophil myelocytes. The cortex contains occasional lymphoid follicles with distinct germinal
centers. Sections incubated in a substrate containing naphthol AS-D chloroacetate show strong activity of nonspecific esterase in granulocytic cells, and
the methyl-green pyronin stain confirms the presence of numerous plasma cells.
Zeil-Neilsen and Gomori's methenamine-silver stains failed to demonstrate
evidence of either acid fast bacilli or fungal elements.
This section shows the characteristic depletion of small lymphocytes in
the so-called thymus-dependent paracortical zones (3) •. This correlates with the
frequent finding of a lymphopenia (1). Lymphocyte, depletion is apparently a
progressive phenomenon being more pronounced in the lymph nodes of older boysr.
It is associated with the concomitant development of a general deficit in
cellular immunity, as evidenced by their inabilitym express delayed allergy in
a . normal fashion. In contrast to the progressive depletion of thymus-dependent
lymphocytes, lymphoid follicles with follicular centers are prominent and plasma
cells are usually abundant. Histiocytic hyperplasia is thought to be related to
the constant antigenic stimulation resulting from repeated infections. The increased incidence of malignant lymphomas of the histiocytic type might well be
explained on the same basis (1,2). The presence of occasional primitive granulocytic cells in this lyoph "lOde may be significant io. view. of the n:ported incidence of granulocytic leukemia in some patients with the Wiskott-Aldrich syndrome (4). We were not able to determine the cause of the necrotizing granulo~
matous reaction since both our histochemical stains and bacteriological cultures
proved negative. There is no evidence to suggest the development of a malignant
lymphoma.
This immunologic deficiency disease, is transmitted as a sex-linked recessive trait and has thus: only been reported in boys:. The classic clinical triad
of thrombocytopenia, intractable eczema, and extraordinary susceptibility to
infection is associated with low levels of IgM, absence of isoagglutinins, and
a progressive depletion of thymic-dependent small lymphocytes in lymph nodes and
peripheral blood, associated with hyperplasia of histiocytic cells in the
reticulo-endothelial system. Thymuses of these patient~ appear morphologically
norma14
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MODERATOR'S DIAGNOSIS:

l

HODGKil~'S DISEASE~

NODULAR SCLEROSING TYPE {LUKES AND
BUTLER), GRANULOMA TYPE (JACKSON AND PARKER)

HISTORY:
This 23-year old white male noted a mass in the supraclavicular region
associated with generalized itching of three weeks.' duration. A 2 em. nontender firm and rubbery mass was palpated in the supraclavicular region.
Complete blood count, BUN, and. blood sugar were within normal limits. An x-ray
of the chest revealed a superior mediastinal mass and left hilar enlargement.
IVP and abdominal x-rays were negative. On November 11, 1966 excisional biopsy
of a scalene lymph node was carried out. The specimen consisted of a lobulated
hourglass-shaped mass, 5 em. in length, varying from 2 to 3 em. in diameter.
On section the mass was firm and white.

\

DISCUSSION:
The histologic changes seen in this lymph node are essentially similar to
those in sections of the mediastinal tumor in Case No. 8~ with the exception,
of course, of thymic elements. This scalene lymph node shows the classic
histologic features of nodular sclerosing, Hodgkin's disease. Broad bands of
birefringent collagen subdivide the node into nodules containing lymphocytes
peripherally, with central zones composed predominantly of histiocytes sho~1ing
a marked degree of pleomorphism. Large hyperlobated variants of the ReedSternberg cell are seen in lacunar-like spaces. Furthermore, rare, but
characteristic Reed-Sternberg cells can be identified within lacunae.
)

)

The association of this form of Hwdgkin's disease with x-ray findings of
a superior mediastinal mass is characteristic (see discussion on Case No. 8).
Clinically unsuspected involvement of the spleen and periaortic lymph nodes by
nodular sclerosing Hodgkin's disease has been detected in patients undergoing
laparotomy, splenectomy, and biopsy of abdominal lymph nodes, liver, and iliac
crest bone marrow at Stanford University Hospital. This may well account for
so-called recurrence of the disease belo~1 the diaphragm in patients who have
received radiation therapy only to locally involved areas such as the cervical
and mediastinal lymph nodes.
REFERENCES:
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Please refer to Case No. 8 for references on nodular sclerosing Hodgkin's
disease.

J
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MODERATOR'S DIAGNOSIS:

MALIGNANT SYSTEMIC HISTIOCYTOSIS (HISTIOCYTIC
MEDULLARY RETICULOSIS)

l
HISTORY:

This 45-year old white male research engineer was readmitted on October
29th,, 1968 because of swelling in both inguinal areas. He gave a history of
considerable weakness and weight loss. The patient was first admitted on
September 8th, 1968 because of general malaise of three weeks' duration. This
was, associated with enlarged right inguinal nodes. Antibiotics: afforded some
temporary relief. However, the, large inguinal lymph nodes failed to subside
completely. Biopsy of these nodes was interpreted as nonspecific histiocytic
reactive hyperplasia. He was discharged two days after admission with a continuing fever of 101o.
)

On October 4th, 1968, he was readmitted because of right abdominal discomfort of four weeks'duration. In the interim it was noted that his fever
was still present. Chest x-ray and IVP were reported as normal. Hemoglobin,
12.5 grams; WBC, 9,345 with 81 segs, 9 lymphs, 8 monos, and 2 eosinophils.
Urinalysis and blood chemistries were normal except for an albumin of 3.1
grams %.. Exploratory laparotomy was performed on October 7th, where 0 fibrous
retroperitonitis 11 was discovered involving the aorta. Histologic diagnosis
was sclerosing retroperitonitis. The postoperative course was uneventful. He
was placed on Decadron and was discharged afebrile on October 18th.

I

On physical examination he was found to have generalized lymphadenopathy.
He also had petechiae and ecchymoses. The liver was palpable. On October 30th
varying numbers of histiocytes were seen in peripheral blood smears. He became
jaundiced on November 2nd, 1968.
Laboratory findings at that time included a WBC of 46,850 with 83 segs,
13 bands, 1 meta, and 3 lymphs. Alkaline phosphatase was 66, I<AU; total bilirubin 16.5 grams1 per 100 ml.; indirect bilirubin 9.4 grams per 100 ml., SGOT 20.

)

X-ray of the abdomen showed hepatomegaly.
Course:
15th, 1968.

)

,
)
)

Chest x-ray was normal.

His condition deteriorated steadily and he expired on November

Autopsy findings: Primary anatomic diagnosis--histiocytic medullary
reticulosis involving retroperitoneal lymph nodes, mediastinal lymph nodes,
pulmonary peritronchial lymph nodes, left scalene lymph nodes, liver, spleen,
stomach, and kidneys.
Retroperitoneal periaortic fibrosis. Pancellular
marrow hyperplasia. Bilateral pleural effusion, pulmonary edema. Pericardia!
effusion. Terminal aspiration of gastric con~ents. Lipid depletion of the
adrenal glands. Acute pancreatitis with focal fat necrosis.
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'Ihe liver weighed 2,940 grams and the cut surface had a 11nutmeg 11 pattern.
The spleen weighed 800 grams. The sectioned surface was firm, homogeneous, and
red •·nth absent Malpighian corpuscles and no evidence of tumor infiltration.
The periaortic lymph nodes were described as being firm, yellow-white, and discrete. The zone of periaortic fibrosis was 19 em. long, 6 em. wide, and 3 em.
thick.
DISCUSSION:
)

)

I have had the opportunity to examine biopsy sections of the inguinal
lymph nodes together with representative autopsy sections. The inguinal lymph
node biopsy is of extreme interest and importance in this case. The nodes are
enlarged and show considerable capsular and hilar fibrosis so frequently seen
in inguinal lymph nodes. The overall sinusoidal pattern is maintained and
occasional lymphoid follicles1 with follicular centers are scattered throughout
the cortex. Variable numbers of plasma cells are seen within the thickened
capsule and dispersed throughout the medullary lymphoid tissue. The sinuses
are prominent, and many are dilated and filled with histiocytes. These show a
considerable degree of pleomorphism with nuclear atypicality. Many nuclei
contain large prominent nucleoli. Occasional binucleated and multilobated
cells are seen, but these do, not have the characteristic features of ReedSternberg cells. A third type of cell is prominent. This has eosinophilic
cytoplasm and a large deeply basophilic nucleus frequently twisted or folded.
This closely fits the description of the pro-histiocyte of Bodley-Scott and
Robb-Smith (1). Although rare, mitoses cun be idr.ntified and some are atypical.
While confined predominantly to the dilated sinuses, the proliferating histiocytes are also seen to be spilling out into the medullary cords in some areas.
Under any circumstances, this is a difficult diagnostic problem. Nevertheless in retrospect, it strikingly illustrates the changes seen in the early
stages of malignant systemic histiocytosis! and emphasizes the difficulty of
distinguishing this disease from atypical sinus histiocytosis (8). Erythrophagocytosis was not a prominent feature in sections of the lymph node biopsy.
The significance of this feature is discussed below.
The section distributed is representative of the widespread changes seen
in the enlarged spleen at autopsy. I have little doubt that the diagnosis of
Hodgkin's disease was considered by many. There are, however, several features
against thi.s diagnosis. First, there is widespread pro·l iferation of histiocytes throughout the red pulp,many of which show a marked degree of pleomorphi~
Multinucleated cells resembling, but not characteristic of, Reed-Sternberg cells
can be identified.. It is significant that cases diagnosed as 11 atypical Hodgkids
disease" were reviewed by Bodley-Scott and Robb-Smith (1) and considered to be
characteristic of histiocytic medullary reticulosis. Israels (5) called this
entity giant cell reticulosis. Hodgkin's disease primarily involves the lymph-·
aid tissues of the Malpighian corpuscles and it is most unusual to see the
widespread proliferative histiocytic process that is present in this section.
While active erythrophagocytosis does not appear to be prominent in this case,
the presence of hemosiderin pigment, both extracellular and intracellular,
provides evidence· of this phenomenon.
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Sections of the liver show portal and periportal infiltration by neoplastic histiocytes which are also seen within liver sinusoids. The portal
triads are also edematous and infiltrated by polymorphonuclear leukocytes
v1hich are intimately associated with bile ducts. This is consistent with an
acute cholangitis. An additional finding in both the liver and spleen is the
presence in both the portal triads and splenic pulp' of proliferating spindleshaped cells resembling fibroblasts. It is quite likely that these represent
so-called facultative histiocytes as described by Stout and Lattes (9).

l

All the lymph nodes examined show widespread proliferation of neoplastic
histiocytes throughout the medulla and occasionally filling patent subcapsular'
sinuses.
CONCLUSION:

l

)

)

This case does not possess all of the classic features of histiocytic
medullary reticulosis (1,2,3,4). Whereas profound leukopenia is said to be
common, this patient had a consistent leukocytosis, possibly explained by the
finding of an acute cholang~tis. HUrthermore, active erythrophagocytosis by
the neoplastic histiocytes in lymph nodes and proliferating Kupfer cells in
the liver were. not prominent features in this patient. Nevertheless, the
clinical history of a fulminating disease of only three months' duration,
characterized by fever, wasting, lymphadenopathy~ hepatosplenomegaly, and
terminal jaundice and purpura, associated with histologic evidence of a systemic proliferation of neoplastic histiocytes throughout the reticulo-endothelial
system, including the bone marrow and peripheral blood, would seem to me to be
sufficient evidence for this diagnosis., Purists might suggest that we use the
term histiocytic medullary reticulosis in casesr '-1here all the criteria are fulfilled and malignant systemic histiocytosis (8) for cases such as the present
one.
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IDDERATOR 1 S DIAGNOSIS:

MALIGNANT LYMPHOMA , PLEOMORPHIC HISTIOCYTIC TYPE,

RETROPERITONEAL
HISTORY:
This 49-year old white female presented in June 1960 with pain at the right
costal margin extending to, the back on the right side. Physical examination revealed a tender, palpable, firm mass at the right costal margin that moved with
respiration, questionably thought to be a gall bladder. Laboratory studies
showed hemoglobin 12.6 grams, leukocytosis of 15,200; 70% neutrophils, of which
7% were stabs but no eosinophils. Urinalysis was negative. Cholecystography
and barium enema were normal.
Laparotomy performed on August 3, 1960 revealed a large retroperitoneal
mass approximating 6 to 8 em. in its greater dimension. It was located. beneath
the gall bladder extending to the area at the head of the pancreas. A biopsy
of this mass was performed. The specimen consisted of two oval-shaped flattened segments of tissue, gray-white in color. These measured 5 em. in diameter
and averaged 1.5 em. in greatest thickness. The section surfaces showed lobulated s egments of gray-white tumor tissue.
l

)

Course: The patient made an uneventful postoperative recovery. She returned to the hospital in pre-terminal condition on November 1, 1960. During the
interval she had been given intensive x-ray therafY to the abdomen but the disease showed no evidence of improvement or palliation. At the time of her last
admission she was cachetic, weighing approximately 90 pounds, and had a marked
normochromic anemia of 8.6 grams with a relatively normal leukocyte count. Her
course was progressively downhill until she finally expired on November 9, 1960.
At autopsy generalized lymphoma was found involving the supraclavicular,
hilar, periaortic, and right common iliac lymph nodes, the spleen, lungs, and
the liver.

)

)

)

DISCUSSION:
I have had the opportunity to examine both the retroperitoneal biopsy and
representative autopsy sections. The biopsy section contains large areas of
necrosis. Adjacent fibrous tissue is, infiltrated by neoplastic cells lo}hich have
large vesicular nuclei, frequently folded and indented, and most contain prominent eosinophilic nucleoli. These cells have variable, amounts of eosinophilic
cytoplasm. Occasional binucleated and multinucleated cells are seen. These
were interpreted as Reed-Sternberg cells by the contributor. In my opinion,
however, the nucleoli are not large enough nor do they show the intense eosinophilic staining of Reed-Sternberg cells. The mononuclear cells which comprise
the bulk of this tumor have the morphology of neoplastic histiocytes, and the
binucleated and multinucleated cells I believe are derived from these' cells.
Numerous mitoses are seen and there is a considerable degree of karyorrhexis
and necrosis.
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I interpret this, as a pleomorphic histiocytic· lymphoma rather than Hodgkin's_ disease. The autopsy findings would appear to confirm this impression.
The neoplastic infiltrate seen in lymph nodes, spleen, lungs, and liver has a
monotonously monomorphous appearance with little evidence of the. pleomorphism
seen in the biopsy section.
The cells are almost all mononuclear and I was, unable to identify any
binucleated or multilobated cells of the Reed-Sternberg type.

.,

Since Jackson and Parker first introduced the term ''Hodgkin's sarcoma" in
1944,, considerable controversy has raged as to whether this is in fact a form
of Hodgkin' s1 disease or l-.>b.ether it is better designated pleomorphic histiocytic
lymphoma (reticulum cell sarcoma) (5). Employing methods for the demonstration
of activity of acid phosphatase, alkaline phosphatase and nonspecific esterase
in lymphoreticular tissues (1,2)~ I observed that both reactive and neoplastic
histiocytes showed strong activity of acid phosphatase and nonspecific esterase.
This applied to both mononuclear and multinucleated forms. On the other hand.,
little if any activity of these enzymes was demonstrable in Reed-Sternberg
cells. I believe that the pleomorphic histiocyte differs both morphologically
and functionally from the Reed-Sternberg cell. Furthermore, I believe that I .
am not merely indulging in an academic exercise, since the diagnosis of Hodg,kinfs disease carries distinct implications with regard to behavior of the disease and its response to therapy (6). Recent studies have shown that the.
natural history of Hodgkin's disease in the untreated patient bears little
resemblance to that of histiocytic lymphoma (6).
There is little doubt that Hodgkin's disease presents more diagnostic difficulties to the histopathologist than is usually realized. This point was
dramatically emphasized by Symmers (4) who reviewed 600 cases of lymphadenopathy
reported as Hodgkin's disease and found that 283 (47·%) were wrongly diagnosed.
Misinterpretations obviously cloud our understanding and evaluation of the
nature of the malignant lymphomas and Hodgkin'' s disease and their response to
therapy. It is thus most important to define stricter criteria for the diagnosis of Hodgkin's disease.
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MODERATOR 1 S DIAGNOSIS:

Burkitt~

s Tumor

HISTORY:
An 18-year old white boy from Cedar Falls, Iowa.

Present illness: Entirely well until early March 1969 when he developed
a 'flu-like" syndrome (rhinorrhea, sore throat, mild cough). Recovered in three
to four days but within one week noticed diarrhea and nausea. Progressed rapidly to anorexia and abdominal pain. Over the next several days these symptoms,
worsened and he developed abdominal fullness and distention. Physical examination by L.M.D. showed ''massesu in the lower abdominal region. X-ray studies
showed an extrinsic mass lesion pressing on the colon and obstructing one
ureter.
On March 25, 1969 he had an exploratory laparotomy which showed multiple
tumot: masses on peritoneal surfaces,, within liver, and along most of the G.I.
tract. Biopsy interpreted as lymphoma and review of this material at N.I.H.
read as "Burkitt's tumor •.11 No surgical resection attempted. Patient closed
and referred to N.I.H., arriving on April 2, 1969. He appeared chronically ill.
No peripheral lymphadenopathy. Physical examination unremarkable except for
abdominal distention and masses.
Hos pital course and laboratory results: Peripheral blood entirely normal.
Admission bone marrow showed only moderate granulocytic hypoplasia. Cerebrospinal fluid normal. Lymphangiogram normal but abdominal films showed large
bowel displaced by a probable pelvic mass. Barium enema showed nonfilling of
cecum. Further studies showed a large mass in the right lower quadrant.
On April 5,, 1969 the patient received Cytoxan, with repeat Cytoxan on
April 21, 1969. No objective clinical response and h±s general status was
de2eri.or ating.
On April 23, 1969 he suddenly became dyspneic, cyanotic, and
hypotensive.
Died 20 minutes later.

J

Autopsy showed Burkitt's tumor involving bladder, bowel, diaphragm, kidneys.
liver, mesenteric nodes, and pericardium.
DISCUSSION:
This case was referred to me by Dr. Costan Berard, Depat:tment of Anatomic
Pathology, National Cancer Institute, Bethesda. Unfortunately, the tissue sub-·
rnitted does not appear to be satisfactory in that the sections distributed show
poor preservation of morphologic detail. Sections which were sent to me, however, are more representative and show the following features.

)

There is a monotonous proliferation of neoplastic cells, the nuclei of
which are uniform in size and approximate to that of the nuclei of scattered
macrophages. They are usually round, occasionally ovoid, and show slight
indentations. The nuclear membrane is prominent. The coarsely reticulated
chromatin is :irregularly distri.buted in a relatively clear par llchron:tin.
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Nucleoli are prominent and as1 many as five may be identified in some nuclei.
Numerous mitoses are seen. In well-fixed areas the neoplastic cells show a
cohesive quality. Each cell, however, has a narrow rim of cytoplasm which in
well-stained hematoxylin and eosin preparations has1 a degree of amphophilia
approximating that of plasma cells. Furthermore, sections stained with the
methyl-green pyronin method show a strong degree of pyroninophilia. Occasional
cytoplasmic vacuoles can be identified by the use of· an oil immersion objective.
Although an occasional cell may contain coarse PAS positive cytoplasmic granules,, the majority of tumor cells show no PAS reaction.,
Macrophages with abundant clear cytoplasm containing tumor cells or cell
debris are seen scattered uniformly throughout the tumor, producing the characteristic ustarry-sky" pattern. Although a prominent histological feature,
this, pattern is not specific to, or pathognomonic of Burkitt's tumor. This is
well illustrated in Case No. 6 which I do not believe represents Burkitt's
tumor but have designated a malignant lymphoma mixed lymphocytic histiocytic
type. The "starry-sky" pattern has also been observed in association with
lymphoblastic and lymphocytic lymphomas, and in both granulocytic and lymphoblastic leukemic infiltrates. Focal necrosis with a considerable degree of
karyorrhexis is present in the section distributed and is frequently seen in
biopsies of Burkitt 1's tumor.

)

Wherever possible, air-dried Romanovsky-stained imprints of tumor tissue
should be examined. The predominant cells have a very characteristic cytologic appearance. (4). The cell size may vary fr0m 10 to 25 mu. The cytoplasm is, moderate in amount:- well defined, deeply basophilicJ and usually
contains a number of clear vacuoles. The nuclei contain an evenly distributed
reticulated chromatin with fairly well--defined parachromatin and two to five
nucleoli of moderate size. Cytoplasmic pyroninophilia can be well demonstrated
in imprint preparations. Furthermore, coarse cytoplasmic lipid droplets can be
seen in a large proportion of the tumor cells in frozen sections and formalfixed imprints. These droplets stain with neutral fat stains. Large amounts
of neutral fat can be demonstrated in the interspersed macrophages. Small
amounts of acid phosphatase can be demonstrated in the tumor cells whereas the
maerophages show strong activity of this enzyme as well as nonspecific esterase
(1,5). Alkaline pb..·sphatase and esterase activity .are absent in the tumor cells~
Electron microscopy confirms the. monomorphism of the neoplastic cells
(6,7,8). The nuclei may have indentations and nuclear projections enclosing
cytoplasmic material. However, these are not specific for Burkitt's tumor.
Chromatin is abundant and clumped under the nuclear envelope, and around
nucleoli. Interchromatinic substance. is clear, an important characteristic
of undifferentiated cells. The cytoplasm contains a large number of polyribosomes, with rare ergastoplasmic lamellae. Mitochondria are few, large,
and have a tendency to polarize. Large inclusions consistent with lipid
vacuoles are found in some cells.
The morphologic characteristics observed in both the light and electron
microscope are those of undifferentiated lymphoreticular cells showing little
evidence of differentiation to either histiocytic or lymphocytic cell types.
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Fresh and well-fixed histologic sections from surgical material usually
provide su~:ficient cytologic detail to make a strong presumptive diagnosis of
Burkitt's t:umor as defined above. The addition of touch preparations, cytochemical studies, and bone marrow and clinical information will allow a
definitive confirmation.
Criteria for the diagnosis of Burkitt's tumor have been set forth in a
memorandum issued by the World Health Organization following the deliberations
of a committee appointed by the W.H.O. in October 1967 (2). I had the privilege of being one of the signatories to· this memorandum which I understand will
be distributed to pathologists who are members of pathology societies throughout the United States.
Although many clinical features of Burkitt 1 s tumor, particularly the
anatomical presentation and distribution, tend to be characteristic, none is
pathognomonic. Burkitt's tumor is predominantly a tumor of childhood, with
rapid onset and rapidly fatal course in untreated cases. The tumors are predominantly extranodal with a predilection for abdominal and/or pelvic viscera;
retroperitoneal soft tissues, facial bones and/or long bones, thyroid gland,
salivary glands, and central nervous. system. The gonads are frequently involved. Bilateral ovarian tumors are frequent in females at all ages and
massive bilateral breast tumors in women of childbearing age are characteris-·
tic. Generalized peripheral lymphadenopathy is extremely rare as is massive,
involvement of mediastinal lymph nodes. Involvement of the thymus has not yet
been reported.
The incidence of jaw tumors is maximum at the age of three, falling
progressively thereafter.
Diffuse infiltration of the bone Darrow by Burkittts tumor is uncommon
except as a terminal, or pre-terminal event, and significant leukemic manifestations in the peripheral blood are extremely rare. A leukoerythroblastic
reaction may be found in the peripheral blood in cases with bone marrow
invo 1vement.
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HISTIOCYTIC MEDULLARY RETICULOSIS.

HISTORY:

This 25-year old negro male was first hospitalized in September 1968
a history of malaise, sore throat, cough, chest pain, fever, and chills.
Following ineffective antibiotic therapy, he developed multisystemic involvement manifested by disorientation, hallucination, EKG changes, pericardia!
friction rub, pleural effusions, elevated BUN and creatinin, proteinuria,
microscopic hematuria, abnormal liver function tests, and rapidly falling
hematocrit. His condition improved spontaneously without specific therapy;
hm11ever, he continued to run low-grade fevers. He was readmitted on January
20, 1969, with migratory muscle pains and elevated temperatures in the range
of 105° to 106° • Multiple blood cultures were negative. Lymphangiogram
was interpreted as abnormal. An enlarged axillary lymph node was excised
and interpreted as diagnostic of histiocytic medullary reticulosis. He
was treated with radiation therapy and chemotherapy. He was readmitted on
July 19, 1969, with complaints of anorexia and postprandial abdominal discomfort.
~.rith

)

)

)

On physical examination the patient was emaciated, lethargic, and pale.
Small cervical and right axillary lymph nodes were palpated. Laboratory
studies showed a hemoglobin of 5.3 grams; WBC l,GOO with 93 segs, 3 lymphs,
and 3 monos. Blood glucose 104 mgs.; sodium 132 milliequivelants; potassium
4.2 milliequivelants; alkaline phosphatase 10 KAU; calcium 8.9 mgs.;
phosphorus 6.9 mgs.; and BUN 28 mgs. Chest x-ray shrn11ed a questionable
right lower lobe pneumonia, possibly tuberculous in nature.

)

)

,

He was treated with antibiotics and blood transfusions.
gressively weaker and expired on July 29th , 1969.

He grew pro-

At aatopsy there were 1,000 cc. of clear yellm1 fluid in the peritoneal
cavity together with a pericardia! effusion. The liver weighed 2280 grams
and the spleen 950 grams. Generalized lymphadenopathy was found and the cut
surfaces of the lymph nodes were firm, homogeneous, and light gray. Bilateral
bronchopneumonia was present. There was scattered gray nodules, measuring
from 0.2 to 2 ems. in the pericardium, myocardium, ureters, the serosa of
the small bowel, pancreas, and bone marrow.
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The anatomic diagnosis was: Histiocytic meduallary reticulosis
involving lymph nodes, liver (2280 grams), spleen .(950 grams)~ pleura,
pericardium, myocardium, ureters, small bowel serosa, pancreas, and bone
marrow. Bronchopneumonia, bilateral pleural adhesions,, ascites (1,000 cc.),
pericardia! effusions, peritonitis, tracheitis, bronchitis, pDncre~tic fat
necrosis, testicular atrophy.
DISCUSSION:

)

At the time of writing, the only section available to me for examination
was the distributed section of a mesenteric. lymph node. This shows patent
subcapsular and medullary sinuses to be filled with, bizarre pleomorphic
histiocytes which have spilled out and infiltrated the. medullary lymphoid
tissue. These neoplastic cells are also seen within vascular spaces in the
perinodal tissue and there is perineural infiltration. Mononuclear,
binucleated and multinucleated cells are seen with prominent eosinophilic
nucleoli. Some closely resemble Reed-Sternberg cells and it is significant
that prior to the. recognition of this clinico-pathologic entity, many cases
were called "atypical Hodgkin ''s disease." The striking feature in this
section is the degree of active erythrophagocytosis by both neoplastic
and reactive histiocytes. This is one of the classic feature of histiocytic medullary reticulosis described l)y Bodley-Scott and Robb-Smith. I
have not encountered this phnenomenon or the observation of neoplastic
histiocytes fil ling sinuses and vascular spaces in Hodgkin 1 s disease.
The clinical and histological findings in this case are quite consistent
with the diagnosis of histiocytic medullary reticulosis (systemic malignant
histiocytosis).
REFERENCES:
Please refer to Case No. 20 for bibliography.
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MODERATOR'S DIAGNOSIS:

HODGKIN'S DISEASE, LYMPHOCYTE PREDOMINANCE WITH
SARCOID-LD<E REACTION--(L. AND H. TYPE - LUKES: AND
BUTLER) --GRANULOMA TYPE (JACKSON AND PARKER) __,
EPITHELIOID CELL TYPE (LENNERT AND MESTDAGH)

HISTORY:
The patient is a 50-year old white male with a history of a nontender
1.5 em. mass which was fixed and firm in the left supraclavicular area. He
had had prostatitis in 1955 and a previous appendectomy. The patient also had
amoebic dysentery in 1944 which was considered cured by 1955. Physical examination was essentially negative except for the nontender mass1 in the left
supraclavicular area. Blood count showed a hemoglobin of 14.4 grams; hematocrit, 44%; WBC 7,700; differential: 70% PMNs, 22 lymphs, 4 monocytes, and 3
eosinophils. Red cells were considered normal and platelets adequate. Urinalysis was normal. The VDRL was reported as nonreactive. On July 27, 1967,
an excision of the left supraclavicular mass was performed; the specimen
measured 4 x 3 x 1 em. The cut surface was homogeneously yellow-tan and firm,
and did not bulge.
Follow-up: Subsequently the patient received irradiation therapy.
the present time there is no evidence of disease.

At

DISCUSSION:
Except for patency of the subcapsular sinus, the lymph node architecture
is obliterated. The stroma is composed predominantly of mature lymphocytes,
intermingled with histiocytes which have abundant eosinophilic cytoplasm
(epithelioid cells). Aggregations of these are forming distinct sarcoid-like
granulomas freque~tly associated with multinucleated giant cells of the
Langhan's type. Rare atypical histiocytes with large prominent acidophilic
nucleoli can be identified together with occasional so-called ·mummified'
cells. These have pyknotic nuclei and basophilic staining cytoplasm. Occasional polyploid histiocytes with prominent nucleoli are seen. After careful examination of five sections I was able to identify ~ characteristic ReedSternberg cell. Very occasional eosinophils and plasma cells are seen scattered within the stroma.
)

The formation of tuberculoid or sarcoid-like granulomas is a not. infrequent finding, in lymph nodes which are the seat of Hodgkin's disease. This
invariably stimulates a search for either acid fast htcilli or fungal elements.
With rare exceptions this search proves fruitless. Although the exact histogenesis of this reaction is now known, it is quite likely that it represents
a sarcoid-like reaction similar to that described in lymph nodes draining;
other forms of malignant neoplasia (Nadel and Ackertnen) (5). We have now
observed granuloma formation not only in tissues involved by Hodgkin's disease, but in spleens, periaortic lymph nodes, liver biopsies, and bone marrow
in the absence of demonstrable evidence of Hodgkin's disease in those tissues.

,
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In at least one case that I am. aware of, the presence of this granulomatous
reaction in the bone marrow and liver biopsies was interpreted as evidence
of stage IV disease, which I consider quite erroneous.
Lennert and Mestdagh (3) reported cases of Hodgkin's disease with con ..
stantly high content of epithelioid cells. They emphasized the rarity of
Reed-Sternberg cells and the fact that this histologic pattern was found most
frequently among middle-aged and elderly patients without predilection for
sex. They also commented on the strongly positive titres for toxoplasmosis
which were present in several cases although an infection by toxoplasma could
not be verified. Certainly, toxoplasmosis should be considered in the differential diagnosis in this case. However, the characteristic histologic findings, described by Stansfield (4) of reactive follicular hyperplasia with
epithelioid cells situated in both the medulla and within follicular centers,
together with a second cell type, a monocytoid cell, filling the dilated
sinuses, are not seen in the section from this case. In Boeck's sarcoidosis
more distinct tuberculoid granulomas are seen frequently at the same stage of
develQpment, without evidence of the atypical histiocytes observed in the
current case.

,
)

)

This case illustrates very clear:ly the need to examine. many sections,
to avoid missing Reed-S ternberg cells.
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HODGKIN'S DISEASE, GRANULOMA TYPE (JACKSON' AND
PARKER) MIXED CELLULARITY (LUKES AND BUTLER) W,ITH
AREAS OF DIFFUSE FIBROSIS AND LYMPHOCYTE DEPLETION.

HISTORY:

)

The patient is an 18-year old white male who, in November 1966,complaiJJed
of easy fatiguability and malaise and was noted to have left cervical lymphadenopathy. He had no fever, night sweats, or pleuritis. In January 1967,
a left cervical lymph node biopsy was diagnosed as Hodgkin's disease. On
physical examination at that time he had bilateral cervical, and left
axillary lymphadenopathy. The spleen was said to be palpable Scm. below
the costal margin, and the liver was not enlarged. Lymphangiograms were
interpreted as suggestive of periaortic lymph node involvement. A bone
marrow biopsy showed normocellular marrow. He received 3000 rads1, radiation
therapy (Cobalt 60), followed by 3,600 rads to the mediastinum and axiJ.lary
fields.
~ecause of the appearance of hepatomegaly as well as splenomegaly
at that time, radiation was discontinued. Follow-up examination, 3-4 months
later, failed to di sclose evidence of hepatosplenomegaly, or of lymphadenopathy. During October 1969,, he noted a progressively enlarging mass in the
right groin and this was found to represent enlarged inguinal lymph nodes.
Biopsy of one of these was performed on October 29, 1969 and a representative
section of this biopsy has been distributed. On n ovember 24,, 1969, he underwent laparotomy, with splenectomy, neriaortic and mesenteric
l yuph n eck bh!p.sie.s,
wedge
~:r.d
nc.cdle
.biopsies
of
the
liver
together with an open iliaC' crest bone marrow biopsy. In addition, large
splenic hilar lymph nodes were excised. The spleen weighed 250 grams, but
no gross evidence of Hodgkin•s disease was noted. The largest of three
splenic hilar lymph nodes measured 2 x 1.5 x 1 em. The periaortic and,
mesenteric lymph nodes were said to be unremarkable at laparotomy and representative biopsies were submitted for examination.
DISCUSSION:
Revie'\'T of the initial left cervical lymph node biopsy performed in
January 1967 shows: the characteristic histological features of Hodgkin's
disease, mixed cellularity (granuloma type,Jackson and. Parker). The stroma
contains1 a preponderance of lymphocytes with a liberal admixture of eosinophil s, histiocytes and plasma cells associated with areas of fibrosis.
Reed-Sternberg cells are easily identifiable.
The more recent inguinal lymph node biopsy of October 29, 1969 consisted of a 3.5 x 3 x, 2 em. ljmph node weighing 25 grams. The cut surface
showed a lobul ar pattern. The sections distributed show a pattern somewhat

)
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different from that seen in the initial lymph node biopsy. This varies
from one section to another. There is considerable degree of diffuse fibrosis associated with a paucity of lymphocytes in many areas of the lymph node.
Focally, however, there is maintainence of a sinusoidal pattern with recognizable lymphoid follicles and aggregates of lymphocytes and plasma cells
together with eosinophils. Histiocytic proliferation is quite prominent in ·.
the section, distributed and polypoid histiocytes together with characteristic
Reed-Sternberg cells are, prominent.

l

)

l)

)

)

Examination of sections of the laparotomy specimens show only the splenic
hilar lymph nodes to be involved by Hodgkin's disease. The pattern here is
that of mixed cellularity. Periaortic lymph nodes show the characteristic
effects of lymphangiography, which are not seen in the mesenteric lymph nodes
or in splenic hilar lymph nodes. The red pulp of the spleen is congested and
the Malpighian corpuscles are prominent. No evidence of Hodgkin's disease
was observed in sections of the spleen, liver biopsies, or bone marrow biopsy.
This case presents several interesting features. At one stage during
the course of the disease, the spleen was said to be palpable 5 em. below
the costal margin, but was said to spontaneously regress in size. In the
series of over 100 patients1 with Hodgkin's disease who have undergone
laparotomy for staging, at Stanford University Hospital, several have had
clinical evidence of splenomegaly without evidence of Hodgkin's disease on
gross or microscopic examination. The exact cause of this phenomenon is
unknown. Conversely, gross and microscopic evidence of Hodgkin's disease
has been found in the spleen of 12 patients who had no clinical evidence of
splenomegaly and in "t.rhom the splenic weights W'ere within the range of normality. This is now the fifth case in whom splenic hilar lymph node involvement was the only finding at laparotomy. The splenic hilar lymph
nodes are not visualized by lymphangiography.
The histology of the lymph nodes, shows a relative constancy of histologic pattern with, however, some evidence of lymphocyte depletion associated with increased numbers, of atypical histiocytes and Reed-Sternberg
cells in the inguinal node.
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