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Ovarian mass : an initial manifestation of
malignant lymphoma.
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Two cases of ovarian mass as the initial manifestation of malignant lymphoma are
described. The diagnosis of the disease depended on the characteristic microscopic and
immunohistochemical features. The lesion in one instance was unusual, showing diffuse
large cells and signet-ring cells of B-cell lineage in association with serous cystadenoma of
the opposite ovary. Review of the literature revealed that such malignant tumors were
uncommon tn children or patients older than 70 years. The most common symptoms were
abdominal mass and/or pain. Radical surgery should be avoided in high risk patients with
bilateral ovarian masses and when there is evidence of multiple lymph node or other organ
involvement. Chemotherapy is useful particularly for diffuse large cell lymphoma. Therapy
selection should depend on clinical staging and histological typing of the tumors.A poorer
prognosis is expected in patients with generalized disease as opposed to patients with a
localized lesion at the time of diagnosis.
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Lymphoma is a malignant disease charac-
terized by proliferation of neoplastic lymphocytes
in lymph nodes and lympoid tissue of various
organs such as the spleen, liver, gastrointestinal tract,
etc. The disease usually first appears as enlarged
peripheral lymph nodes. Ovarian involvement may
be either as part of a generalized lymphoma or the
initial manifestation of the disease.('?) The latter
finding is extremely uncommon.® In this article we
report on two patients in whom the ovarian mass
was the initial clinical evidence of the disease.

Case Reports.

Case 1. An 8-year-old girl was hospital-
ized because of the progressive enlargement of an
abdominal mass and jaundice for 1 week’s dura-
tion. Examination revealed icteric sclera, bilaterally.
A large movable suprapelvic mass was detected, as
well as small lymph nodes in the left axilla, left
cervical area, and both inguinal regions.

Routine laboratory data was unremarkable.
The tests included hemoglobin, erythrocyte, and
leukocyte counts as well as differential count. An
abdominal sonogram disclosed a large adnexal mass.
The chest roentgenogram was normal. Laparotomy
revealed a 5x6 cm. hard, nodular mass of the left
ovary which was removed along with several
retroperitoneal nodes. The right adnexa was normal.
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The surgical specimen in this case as well
as in the other, was fixed in 10 per cent formalin,
embedded in paraffin, and stained with hematoxylin
and eosin (H&E) and Gomori’s silver impregnation
for reticulin fibers. Sections of the paraffin-embed-
ded tissue were further processed by an indirect
immunohistochemical method (avidin-biotin tech-
nique) using unlabelled antibodies to keratin, leuko-
cyte common antigen (LCA) and immunopheno-
typing of lymphocytes including CD 45, CD 26,
and UCHL-1.

Microscopically, the ovarian tissue was dif-
fusely infiltrated with large neoplastic cells with
scanty cytoplasm and indistinct borders (Figure 1A).
The nuclei were slightly larger than that of
histiocytes. The nuclear membrane was irregular
and occasionally cleaved. Mitotic figures were
prominent. The neoplastic cells were negative to
the keratin and UCHL-1 but strongly reacted with
LCA and L26 along the cytoplasmic membrane
(Figure 1B). The final pathological diagnosis was
malignant lymphoma, B-cell, diffuse large cell type
involving the left ovary, retroperitoneal and inguinal
nodes. The patient was at stage IV according to the
criteria of the Federation International of
Gynecologists and Obstetricians (FIGO) and at stage
III following the Ann Arbor criteria.

Figure 1. A. Case 1 : Photomicrograph showing a highly cellular tumor with mitosis. (H&E x 200).
B. Diffuse positivity for L-26 along the cytoplasmic membrane (Immunostain x 400).
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The postoperative course was uneventful.
The patient had good responses to a combination of
chemotherapy using prednisolone, vincristine,
cyclophosphamide, and methotrexate. She was well,
without clinical recurrence of lymphoma when seen
one year after the diagnosis was made.

Case 2. Four months before hospitaliza-
tion, this 71-year-old postmenopausal woman,
gravida-9, para-9, noticed a tender, progressive
growing pelvic mass. Three months later, small
lumps appeared in the inguinal and axilla, bilater-
ally. Her weight had decreased during the past
few months. Physical examination revealed a thin
old woman who was moderately emaciated and
appeared chronically ill. Several inguinal and
axillary nodes were easily palpated. The lower
abdomen was filled with an ill-defined, nodular,
hard mass. The abdominal sonogram disclosed
bilateral ovarian masses. A barium enema revealed
pelvic mass that caused the lateral displacement of
the rectum and rectosigmoid colon. The chest film
was unremarkable.

At laparotomy, a 10 cm cystic mass of the
left ovary containing serous fluid was noted, as well
as a 5x4 cm solid nodular mass of the right ovary.

.

Chula Med J

The latter lesion also invaded the round ligament
and the anterior surface of the uterus. Several
mesenteric and paraaortic nodes were found. The
patient underwent subtotal hysterectomy with bila-
teral salphingo-oophorectomy and dissection of the
adjacent nodes. '
Microscopically, the left ovarian cyst was
lined by flat and cuboidal epithelial cells. It was
interpreted as serous cystadenoma. The right ovar-
ian tissue, uterine surface, and lymph nodes were
infiltrated with vacuolated neoplastic cells resem-
bling signet-ring cells. The eccentric nuclei were
small and hyperchromatic with prominent nucleoli
(Figure 2A). The nuclear membrane was distinct.
Additionally, there were large round cells that dis-
played large nuclei with clumps of chromatin.
Mitoses were frequently observed. The neoplastic
cells were negative to the keratin and UCHL-1.
Either signet-ring cells or round neoplastic cells were
stained positively with LCA and L-26 along the
cytoplasmic membrane (Figure 2B). The final
pathological diagnosis was malignant lymphoma,
B-cell, diffuse large cell and signet-ring type. Her
clinical stage was FIGO IV, and Ann Arbor IV B.

Figure 2. A. The histological feature of the tumor in case 2. It is a signet-ring cell type. (H&E x 200)
B. The tumor cells have a positive marker for L.-26 (Immunostain x 400).
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The postoperative course was complicated
by multiple bone pain and bronchopneumonia. A
bone scan disclosed foci of bone lesions involving
the right acetabulum, right proximal femur, right
sphenoid, and the thoracic vertebrae (T 11). The
condition rapidly deteriorated and the patient died
23 days after hospitalization. An autopsy was not
permitted.

Discussion

The diagnosis of malignant lymphoma in
our cases was based on the characteristic gross and
microscopic features, and the immunohistochemis-
try. It should be noted that the presence of retro-
peritoneal lymphadenopathy in the absence of
peritoneal or omental involvement are findings
suggestive of lymphoma.®®  Results of the light
microscopic appearance and immunostains also help
to distinguish from other ovarian neoplasms such
as granulosa cell tumor,dysgerminoma,and meta-
static small cell carcinoma.® The immuno-
phenotyping of neoplastic cells provided even more
convincing verification of the nature of the disease
than the use of other chemical dyes.

Clinically, the age distribution of patients
with ovarian lymphoma is wide, as was noted in
our two cases. The disease, however, tends to occur
in the third and fourth decades of life in most
series.(13%7) The lesion is uncommon in children.
Only about 8.5% to 10% of ovarian lymphomas
affect patients under the age of 10 years.(7) The
occurrence in a 71-year-old woman (case 2) is also
unusual. Osborne et al, in their series of 40
cases, found only two patients in their seventh dec-
ade (aged 70 and 74 years).® Woodruff et al, noted
only one 73-year-old woman among 35 patients
with this disease.(”’ Generally, the presenting
symptoms for patients with ovarian lymphoma are
pelvic mass and/or pain, as was found in our exam-
ples. It should be noted that involvement of the
ovary at necropsy is about 25% in patients with
generalized lymphoma but ovarian mass as the pre-
senting symptom is extremely uncommon (0.3%).
(L2} 1t is also interesting to note that our case 1
showed evidence of hepatic dysfunction when the
adnexal mass was discovered. The findings of liver
and lymph node involvement indicate the multifocal
or wide dissemination of the disease in our patients.

The question arises as to whether
lymphomas of the ovary are indeed “primary” in
the ovary or merely a localized manifestation of a
generalized process. The word “primary” means
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one origin only with “secondary” metastatic foci.
Chorlton et al described a 32-year-old woman with
localized lymphoma in one ovary.)' The patient
underwent hysterectomy with bilateral salphingo-
oophorectomy and radiotherapy. She was alive
without evidence of disease 17 years after therapy.
The authors considered their patient as being “pri-
mary” ovarian lymphoma.(l). On the other hand, the
findings which might suggest that the disease had
not arisen in the ovary are bilateral ovarian involve-
ment and/or enlarged regional lymph nodes, as noted
in most examples at the time of laparotomy.®) We
consider that the terms “primary” and “secondary”
are misleading in a discussion of lymphoma of the
genital tract because there is doubt cast on the
accuracy of clinical staging of the disease without
histological proof. Therefore, it is reasonable to
suggest that ovarian lymphoma can represent an
initial manifestation of the disease process rather
than a true “primary” ovarian lymphoma although
the latter entity may exist. The most important
view is that lymphomas can be presented in unusual
ways when the genitals are affected.

Pathologically, the incidence of bilateral
ovarian lesions ranges from 40% to 57% of cases
in most series.®” The size of the tumor is vari-
able, the smallest lesion was 2 cm while the largest
mass weighed 5,280 grams.”)  According to
Woodruff, et al, the tumor in more than half of his
35 cases was as large as 15 cm in the greatest
diameter.(’. Osborne, et al, recorded the median
diameter of the bilateral ovarian masses as 8 cm;
the unilateral lesion was 15 cm.®) Most tumors are
nodular with a solid gray white to pink cut surface
and fish-flesh like in consistency. Foci of hemorr-
hages and necrosis as well as small cysts may be
seen.® Concerning the histological typing, diffuse
large cell lymphoma as noted in our cases is the
most common cell type.(® Osborne et al, however,
suggested that small noncleaved cell lymphoma was
the most frequent type.’) The findings of signet-
ring cells in our case 2 is extremely unusual. Fur-
thermore, the occurrence of unilateral serous cysts
in association with the opposite ovarian lymphoma
(case 2) is at least uncommon and we are not aware
of its previous description.

There is continuing debate over the choice
of an ideal therapy, and this is partly related to the
unpredictable course of the disease regardless of
therapeutic modalities. Surgery is still useful
because debulking will at least relieve the pressure
symptom, in addition to establishing the tissue
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diagnosis and to determine the extent of the
tumor.® If the patients are young and only one
ovary is involved, unilateral oophorectomy and
adjunctive chemotherapy should be considered, as
noted in our case.(' Radical surgery should be
avoided in high-risk patients with both ovaries and
multiple node involvement because it may result in
high rates of operative death.®) Chemotherapy is
essential, particularly for diffuse lymphoma because
this regimen can induce complete remission.®
Hence the selection of therapy should depend on
several factors including age, clinical stage, and
histological typing of the disease.® These factors
also affect the outcome of the patients. A poorer
prognosis may be expected in patients with gene-
ralized disease at the time of diagnosis than among
patients with localized tumors. Survival is also
influenced by histological cell types. For example
the follicular lymphomas have a more favourable
outcome than the diffuse form.® B-cell lineage is
more responsive to treatment than the T-cell
lymphomas which are more aggressive and less
responsive to chemotherapy. It should be noted
that patients who have no clinical evidence of
systemic spread one to two years after therapy tend
to have a high probability of long term survival.G:®
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