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Introductıon

The primary site of origin for lymphoma is the lymph

nodes and other lymphoid tissues such as the spleen and bone

marrow; however, in approximately 30% of cases, extra-nodal

sites are involved including the female genital tract. Non

Hodgkin lymphoma (NHL) presenting as a gynecologic ma-

lignancy is exceedingly rare. Involvement of the ovary by ma-

lignant lymphoma is well known as a late manifestation of dis-

seminated nodal disease. But primary ovarian lymphoma and

secondary ovarian involvement as initial manifestation of

lymphoma are unusual.1

We present three cases of malignant lymphoma presenting

as an advanced ovarian cancer.

Case Reports

Case 1

A 38 year-old woman was referred to our hospital for a

pelvic mass. Her gynecological history included cystocele op-

eration three years earlier. On admission she was complaining

about fatigue and lower abdominal fullness. Physical exami-

nation revealed a voluminous solid mass in left adnexa.

Neither liver nor spleen was palpable. Laboratory examina-

tions showed a hypochromic microcytic anemia with hemo-

globin of 9.4 g/dl. The serum tumor markers were positive for

CA 125: 218 UI/ml (normal range <35 UI/ml) and for CA 15-

3: 35 IU/ml (normal range <25 UI/ml), and negative for CA

19-9, AFP, and HCG. Ultrasonography of abdomen and

pelvis, and computerized tomography revealed a heteroge-

neous solid pelvic mass measuring 11x5 cm in left adnexa

with lymphadenopathy up to 5 cm within para-aortic region

and a minimal peritoneal fluid. Doppler ultrasonography re-

vealed increased vascular flow in the adnexal mass with a pul-

satility index of 0.63 and resistance index of 0.50. Mild

splenomegaly was also noted. After a blood transfusion, she

underwent exploratory laparotomy. The histologic examina-

tion of a frozen section led to suspect an ovarian malignant

tumor. Surgery was then completed with a total abdominal

hysterectomy, bilateral salpingo-oophorectomy, omentectomy,

pelvic para-aortic lymph node dissection, and appendectomy.

Final histology revealed a non-Hodgkin large B cell lym-

phoma involving the left ovary. She was consulted to medical

oncology and bone marrow examination revealed a malignant

B-cell lymphoma. Combined chemotherapy treatment was ad-

ministered by medical oncology and she is in her second year

follow-up.
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Case 2 

A 56 year-old woman presented to our hospital with symp-

toms of abdominal swelling and early satiety. Physical exami-

nation revealed approximately 8 cm palpable mass in right ad-

nexa. The patient’s review of symptoms was negative for fever,

chills, weight loss, night sweats, nausea, vomiting, or bowel or

bladder symptoms. She has had diabetes mellitus for 3 years

regulated by oral antidiabetic treatment. A computerized to-

mography of the abdomen and pelvis revealed a solid hetero-

geneous mass measuring 10x8 cm in right adnexa contiguous

with the uterus and extending into the left adnexa. Neither

splenomegaly nor hepatomegaly was noted. CA 125 was ele-

vated at 243 UI/ml. Other tumor markers and laboratory find-

ings were within normal limits. Based on these findings, a di-

agnosis of ovarian cancer was suspected. She underwent ex-

ploratory laparotomy. Omental cake and a palpable mass of en-

larged lymph nodes in the ileal mesenterium were noted.

During surgery, total abdominal hysterectomy, bilateral salp-

ingo-oophorectomy, omentectomy, pelvic para-aortic lymph

node dissection, appendectomy, biopsy of large mesenterial

lymph nodes and approximately 15 cm ileal resection. The def-

inite pathologic diagnosis was follicular lymphoma. She was

consulted to medical oncology and bone marrow examination

did not show any evidence of bone marrow involvement with

malignant lymphoid cells. Combined chemotherapy treatment

was administered by medical oncology and at 9 months since

diagnosis, she is feeling well and clinically free from disease.

Case 3

A 13 year-old girl visited our hospital with complaints of

abdominal swelling and fatigue. Imaging studies revealed bi-

lateral solid pelvic tumors, each measuring 12 cm in diameter

and multiple enlarged lymph nodes in para-aortic region.

Laboratory studies showed elevated levels of serum lactate de-

hydrogenase (1796 UI/L; normal 240-480) and CA 125 (49

UI/ml; normal <35 UI/ml). At exploratory laparotomy, bilat-

eral adnexal tumors, each measuring approximately 13 cm in

size were noted, also there were tumoral implants on omentum

and in para-aortic region. The histologic examination of a

frozen section led to suspect a malignant ovarian tumor.

Therefore, she received optimal de-bulking surgery, including

total abdominal hysterectomy, bilateral salpingo-oophorec-

tomy, omentectomy, pelvic and para-aortic lymph node sam-

pling and appendectomy. The final pathologic report revealed

mature B cell non-Hodgkin lymphoma (Figure 1 and 2). With

advanced immunohistochemical staining, tumor cell markers

revealed LCA, CD-20 positive and desmin, vimentin, keratin,

CD-34, HMB-45 negative staining. After the postoperative

fifth day, her condition worsened. She had nausea, vomiting

and elevated serum levels of urea and creatin. Anuria devel-

oped on postoperative tenth day and she died of cardiac arrest.

Figure 1 and Figure 2 show B cell malignant lymphoma cells

Discussion

Non-Hodgkin lymphoma (NHL) involving the gynecolog-
ical tract is unusual and may cause confusion for the clinician,
since its presentation might resemble other, much more fre-
quent tumors. The ovary is the most frequent site for NHL in-
volvement of the gynecological tract. Involvement of the
ovary by malignant lymphoma is well known as a late mani-
festation of disseminated nodal disease. But primary ovarian
lymphoma and secondary ovarian involvement as initial man-
ifestation of lymphoma are unusual.1 Malignant lymphoma is
revealed by an ovarian mass in less than 1% of all non-
Hodgkin lymphoma, while autopsies performed on patients
with NHL show an ovarian enlargement in 7-26% .2 Primary
ovarian lymphoma (POL) is still much rarer and represents 0.5
% of NHL and 1.5 % of all ovarian neoplasms.3 Lymphoma

124 Güngör et al.



may indeed involve the ovary as a primary neoplasm, as an
initial clinical manifestation of an occult nodal disease, or that
of a widely disseminated systemic lymphoma. Fox et al.4 have
proposed the following stringent criteria for the diagnosis of a
POL:

1. At the time of diagnosis, the lymphoma is clinically con-
fined to the ovary, and a full investigation fails to reveal evi-
dence of lymphoma elsewhere. A lymphoma can still be con-
sidered as primary if spread has occurred to immediately ad-
jacent lymph nodes or if there has been direct spread to infil-
trate immediately adjacent structures.

2. The peripheral blood and bone marrow should not con-
tain any abnormal cells.

3. If further lymphomatous lesions occur at sites remote
from the ovary, then at least several months should have
elapsed between the appearance of the ovarian and extraovar-
ian lesions.

Applying these strict criteria, the occurrence of POL be-
comes even more rare than previously mentioned.
Furthermore, there is no way to determine definitely whether
an ovarian lymphoma is truly primary or an early localized
manifestation. Paladugu et al [5] proposed that there should be
a disease free interval following treatment of the ovarian lesion
by surgery alone. However, in literature, most patients were
further treated with chemotherapy with or without radiation.

Having the positive bone marrow biopsy in our case 1, and
positive large mesenteric lymph nodes in case 2, it probably
can not be considered as a primary ovarian disease although
no other signs and symptoms have been detected on further in-
vestigation. As our third patient died on postoperative tenth
day, and her family did not permit an autopsy, no further in-
vestigation could be made. That’s why; the question of
whether our patient represents a case of a very rare primary
ovarian malignant lymphoma or merely represents a case of
bilateral ovarian initial manifestation of an occult generalized
disease can not be answered.

Reports of malignant lymphoma have documented the as-
sociation between serosal involvement and elevated CA-125,
leading to the speculation that elevated CA-125 levels may be
associated with bulky disease.6,7 To date, lymphoma cells have
not been shown to express CA-125; however, mesothelial
cells constitutively produce this protein in culture models.
Interestingly, this expression is enhanced by the cytokines in-
terleukin-1β, tumor necrosis factor-α and by Escherichia coli
lipopolysaccharide.8 A mechanism has therefore been pro-
posed for elevated CA-125 in NHL which postulates cytokine
release by lymphoma cells, thereby stimulating serosal
mesothelial cells to produce and secrete CA-125.9 High serum
CA-125 levels were found to correlate with mediastinal and/or
abdominal involvement, high tumor mass, and effusions, re-

flecting the reaction of mesothelial cells to the tumor.10 As all
of our three cases illustrate, the finding of an elevated CA-125
level in the setting of a pelvic mass should be taken with cau-
tion, as the list of differential diagnoses remains long. 

In the case of an ovarian mass, few signs suggest the di-
agnosis of ovarian lymphoma. Most patients are young with a
median age of 42-47 years.2 Fever, emaciation, or night sweats
have to be investigated during the patient’s interview. Clinical
examination will seek a palpable adenopathy, or a liver or
spleen infiltration. None of these clinical findings, except a
relatively young age and lympadenopathies in para-aortic re-
gion which can be determined in primary ovarian tumors, in
imaging studies in cases 1 and 3, were found in our patients.
In our case 1, the spleen was not palpable at this time of the
diagnosis, and in spite of the fact that ultrasonography re-
vealed a moderate splenomegaly, it was not taken into account
during surgery because of the results of the frozen section. The
histologic differential diagnosis includes granulose cell tumor,
dysgerminoma, small cell carcinoma of hypercalcemic type,
granulocytic sarcoma and poorly differentiated surface-ep-
ithelial or metastatic carcinoma.11 The definite diagnosis
should be based on clinical information, histologic features,
and immunohistochemical profiles.

Ovarian lymphoma was previously believed to have a very
poor outcome. This remains true in disseminated lymphomas
involving the ovaries. However current reports concluded that
primary or localized ovarian lymphomas have a similar out-
come compared to patients with other nodal NHL. Prognostic
factors in NHL involving the ovary include staging at presen-
tation, acute presentation, and histology other than B-cell lym-
phomas.11

While surgical cytoreduction to a low volume of residual
tumor is of proven value in primary epithelial ovarian cancer,
there is little information on the outcome of patients with tu-
mors metastatic to the ovary that undergoes cytoreduction.
Some groups have reported that such patients benefit from cy-
toreduction, but debate continues whether the surgical strategy
for primary ovarian cancer should be applied to patients with
metastatic disease. In the literature, the maximal surgical ex-
cision of the tumor does not seem to be associated with a bet-
ter prognosis for lymphoma. Ayhan et al12 indicated that, the
patients with lymphoma metastatic to the ovaries should be
considered separately and the removal of ovarian metastasis
palliates symptoms and facilitates the response to treatment
and should be applied in patients with lymphoma. However
surgery is not the primary mode of therapy for NHL as these
tumors are extremely responsive to chemotherapy. In our pa-
tients with ovarian NHL, the correct diagnosis allowed the ap-
propriate treatment with the CHOP/rituximab (cyclophos-
phamide, doxorubicin, vincristine, prednisone) regimen rather
than carboplatin/paclitaxel. 
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In summary, although the gynecologist will rarely experi-

ence extra-nodal lymphoma, it should be included in the dif-

ferential diagnosis of gynecologic malignancies because of a

favorable outcome when properly diagnosed and treated.

İleri Evre Over Kanserini Taklit Eden 

Non-Hodgkin Lenfoma - 3 Olgu Sunumu

Malign lenfomanın primer başlangıç bölgesi lenf nodları, dalak
ve kemik iliğidir. Vakaların % 30’dan fazlasında ekstra-nodal
tutulum da görülür. Malign lenfomada over tutulumu dissemine
nodal hastalığın geç bulgusu olarak bilinir. Bununla beraber,
primer ovaryan lenfoma ve lenfomanın başlangıç bulgusu ola-
rak sekonder over tutulumu nadirdir. Bu makalede, ileri evre
over kanserini taklit eden 3 non-hodgkin lenfoma olgusu su-
nulmuştur. Preoperatif dönemde olgularda solid pelvik kitle ve
artmış serum Ca-125 düzeyleri saptanmıştır. Eksploratif lapa-
rotomi sonrasındaki patolojik inceleme sonucunda malign len-
foma tanısı konmuştur. Malign lenfoma hastalarının %1’inden
azı ovaryan kitle ile bulgu verir. Klinikte ovarian kitle ile
karşılaşıldığında, malign lenfoma olasılığı akılda tutulmalı ve
şüphe halinde bu hastalığın klinik ve biyokimyasal bulguları da
araştırılmalıdır. Erken tanı ve uygun tedavi ile iyi sonuçlar
alındığı düşünülecek olursa, nadiren karşılaşılmasına rağmen,
pelvik kitle ayırıcı tanısında malign lenfoma da düşünülmelidir. 

Anahtar Kelimeler: Over kanseri, Malign lenfoma, Pelvik kitle
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