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ABSTRACT

Primary lymphomas of the female genital tract (PLFGT)
are extremely rare. It's more frequent that they appear as
a dissemination of the disease. The ovaries are the most
common site of PLFGT, followed by the cervix, whereas
lymphoma of theendometrium is extremely rare.We present
a case of a 61 year-old woman with follicular endometrial B
lymphoma, a Non-Hodgkin’s lymphoma. In spite of it being
rare, we must include it in the differential diagnosis along
with other gynecological cancers and it’simportant to know
how to manage it. Biopsy and immunohistochemistry are
essential for diagnosis and the treatment is chemotherapy
R-CHOP.
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INTRODUCTION

Primary non-Hodgkin's lymphoma (NHL) is a malignant
monoclonal proliferation of lymphoid cells that affects the
lymph nodes (nodal). It also may arise from lymphatic cells
located in solid organs (extranodal) and it accounts for 25 to
35% of all NHL. Most of the sites related to this disease are
in the gastrointestinal tract and the central nervous system.
Primary lymphoma on the female genital tract (PLFGT) is a
rare disease, which comprises 0.2 to 1.1% of all extranodal
lymphomas in the female population [1,2].

CASE REPORT

61-year-old postmenopausal woman who consults a
gynecologist for spotting and weight loss. Her medical history
shows diabetes mellitus type Il being treated with oral anti-
diabetics. She was appendectomized at age 14. As for the
gynecological background she has an obstetric formula
G3P2A1 and presented menopause at 53 years. Follow-up in
breast consultations due toaBIRADS llinodule. Agynecological

ultrasound (Figure 1) was performed showing edematous
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myometrium and atrophic endometrium. A hysteroscopy with
biopsy was indicated, which reported low-grade small cell
follicular ymphoma B. In the immunohistochemical study the
cells were PAX-5 (+), as well as C20, CD10 and CD79a positive.
They also expressed BCL-2 (Figure 2).

Figure 1: Gynecological ultrasound of uterus. A, B and C) Longitudinal section of
the uterus showing edematous myometrium and atrophic endometrium. D) 3D
reconstruction of uterus.
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Figure 2: Endometrial biopsy. Histopathology and immunohistochemistry. A) HE
10x, Image showing hemorrhage and a dense lymphoid aggregate, superficial
fragments of endometrial glands are observed. B) HE 40X, Cellular detail, where
small lymphocytes are observed, some with cleft forms (centrocytes). C) HE 40X,
Endometrial glands within a lymphoid aggregate composed of small lymphocytes,
some cleft, with low-grade nuclear characteristics. D) 20x, BCL-2 positive. E)
20x, BCL-6 positive. F) 20x, CD20 positive, immunohistochemical positivity of
lymphocytes with CD20, strain marker B.

Tumoral markers were negatives and LDH levels were normal.
A bone marrow aspiration and biopsy results did not show
malignant cells in the cytometry or cytology. A thoraco-
abdomino-pelvic CT was performed where there were no
axillary adenopathies. Adenopathies were observed in the
retrocava, pretracheal, precarinal, subcarinal and in the right
pulmonary hilum. Small retroperitoneal adenopathies below
the renal arteries were also found. No pelvic or inguinal
adenopathies were appreciated.

PET-CT showed adenopathic conglomerate in mediastinum

occupying inferior paratracheal space, aortopulmonary
window and subcarinal region with extension to the right
pulmonary hilium reaching SUVmax value of 13.4. A diffuse
metabolic increase in the uterine cavity of 2.3 cm x 3.1
cm could also be seen, which reached SUVmax value of
10.1. The diagnosis was, therefore, a low-grade follicular
lymphoma stage IVA. FLIPI 1. The case was presented in a
multidisciplinary Tumor Committee deciding treatment
chemotherapy R-CHOP

cyclophosphamide, hydroxydaunorubicin, vincristine and

with  six  cycles (rituximab,
prednisone/prednisolone) and maintenance treatment with

Rituximab bimothly for two years (twelve cycles). Treatment
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which the patient is currently undergoing. The patient is
in periodic follow-up by hematology and gynecology for
physical examination and blood counts, including LDH. She
has not presented side effects from the chemotherapy. PET-
CT for restaging after 3 cycle and after completion of first-
line chemotherapy were normal, as were the gynecological
ultrasounds. At the present time, the patient is in complete
remission.

DISCUSSION

Lymphomas are malignant tumors that affect the immune
system, most commonly the lymph nodes. Primary extranodal
lymphomas account for 20% to 34% of all cases of NHL [3].
Lymphomas are classified according to a system established by
the World Health Organization (WHO). The WHO classification
distinguishes lymphoid neoplasms derived from precursor
lymphoid cells from those derived from mature lymphoid cells
and further separates each group into neoplasms of Bcell or
T-cell origin. For the most part, mature lymphoid neoplasms
comprise the non-Hodgkin lymphomas (NHLs); Hodgkin
lymphomas are considered separately [4]. The NHL account
for 90% of all malignant lymphomas and is the seventh most
common malignancy and the eighth most common cause of
cancer death [5]. The incidence of NHL, especially extranodal
lymphoma, has increased in recent decades. The etiology of
this increase could be due to infectious agents such as HIV and
other viruses, immunosuppressive therapies, environmental
exposures and improved diagnostic techniques, although the
etiology of most types of NHL remains elusive [3].

In contrast to Hodgkin lymphoma, extranodal involvement
is more frequent in non-Hodgkin lymphoma as well as
dissemination to noncontiguous nodes with involvement of
different nodal groups. Extranodal lymphomas are commonly
subdivided as primary (primary origin in the organ) and
secondary (secondary involvement of the organ) although
these designations can become ambiguous and arbitrary [3].
Primary lymphoma refers to the following: 1) lymphomatous
involvement confined to a solitary extranodal site and its
immediately adjacent lymph node group or contiguous
structures at the time of diagnosis; 2) the absence of abnormal
cells in the peripheral blood and bone marrow; and 3) the
absence of further lymphomatous lesions at remote sites after
several months [6].

The main histological subtypes of nonHodgkin's lymphoma
are the diffuse large Bcell ymphoma, follicular ymphoma, and
Burkitt lymphoma. It usually occurs in women during the fifth
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decade of life. Nevertheless, it depends on the histological
subtype; as an example, diffuse large B-cell ymphoma is more
common between 35 and 45 years old, whereas follicular
lymphoma is more frequent in people aged over 50 [2].

Primary lymphoma on the female genital tract (PLFGT)

When the female genital tract is compromised, which
represents 30% to 40% of the cases [7], it is usually secondary
to disseminated disease. Primary lymphoma involving the
female genital tract is an uncommon condition (less than
1%). The ovaries are the most common site of PLFGT, followed
by the cervix, whereas lymphoma of the endometrium is
extremely rare [2,6].

However, Kosari and Daneshbod [8] found that of 186 cases
of lymphomas in the female genital tract, total of 117 cases
(63%) were classified as primary lymphomas of the female
genital tract and 69 cases (37%) as secondary lymphomas. The
most frequent lymphoma was Diffuse large B-cell lymphoma
followed by follicular lymphoma and the adnexa the most
frequent organ. No significant age difference was detected
between primary and secondary lymphomas.

The etiology of primary B-cell ymphoma of the endometrium
is unknown. Lymphocytes are a significant population of
the normal human endometrium and may also be arranged
as nodular aggregates [1]. However, chronic inflammation,
frequently with lymph follicle formation, has been associated
with several types of extranodal B-cell lymphoma. The
endometrial lymphoid tissue is a regionally specialized
component of the immune system that plays a role in local
immune surveillance, implantation, immunosuppression,
cytokine-induced placental development in early pregnancy

and regulation of endometrial epithelial proliferation [9].

The diagnosis is very difficult because of the rarity of this entity.
The symptoms include vaginal bleeding, vaginal discharge,
an abdominal mass, dispareunia, perineal discomfort, urinary
retention, or constitutional symptoms [6] and it can look like
a gynecological tumor. The “B” symptoms are not frequent in
this population, unless the disease has an aggressive behavior
along with a large tumor burden. In the follicular lymphoma
subtype, the clinical presentation usually has an indolent
course [2] and the survival rate is very high.

The diagnosis is always histopathological with determination
of the specific cell type by immunohistochemical study.
The follicular differentiation of a lymphoma is given by the
expression of CD20, BCL2 and CD10. Having the marker

Ki67+ indicates high proliferative index [10]. Imaging plays an
importantroleinthe non-invasive managementoflymphomas,
including the establishment of a provisional diagnosis,
staging of disease, and follow-up. Ultrasonography (US) can
be useful in the initial investigation of primary lymphomas of
the female genital tract, but computed tomography (CT) and
magnetic resonance imaging (MRI) are better for assessing
the lesion size, structure and extension to adjacent structures.
PET-CT is valuable for the identification of disease in normal-
sized organs, the differentiation of posttreatment fibrosis and
residual viable tumor, detection of early recurrence, prediction
of an early response to chemotherapy, and determination of
prognosis [6].

NHL can sometimes be associated with abnormal CA 125
levels (7) Elevated CA-125 (concentrations above 35 U/ml)
at the time of diagnosis of NHL has been associated with
a decreased 5-year survival rate. Higher levels of CA-125
were associated with advanced disease stage, extranodal
disease, bulky tumors, occurrence of B symptoms, pleural
and peritoneal effusions, involvement of bone marrow, high
serum LDH levels, high serum beta2 microglobulin and poor
performance and response to treatment [5].

Primary endometrial disease may appear as diffuse thickening
of the endometrium without myometrial involvement or
as a polypoid lesion with or without a diffuse coating of the
endometrium. Endometrial hyperplasia, endometrial polyps,
and carcinoma can have similar morphologic aspects and
must be considered in the differential diagnosis [6].

The prognosis usually is analyzed based on the Ann Arbor
staging system (Table 1) [7,11] size and extension of the
disease, age, number of node saffected, LDH level, and
lymphoma’s grade [2].

Table 1: Ann Arbor staging system [11].

| Involvement of a single lymph-node region or lymphoid structure

Involvement of two or more lymph-node regions on the same site of

t the diaphragm

1] Involvement of lymph-node regions on both sides of the diaphragm

Disseminated (multifocal) involvement of one or more extranodal or-
gans or tissues, with or without associated lymph-node involvement or

v isolated extralymphatic organ involvement with distant (non-regional)
nodal involvement
A: No symptoms; B: Fever (temperature > 38°C), drenching night
AorB |sweats, unexplained loss of more than 10% of body weight during the

previous 6 months.

Involvement of an extranodal site that is contiguous or proximal to the
known nodal site

The International Prognostic Index (IPl) is a prognostic tool that
was originally developed in patients with clinically aggressive
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non-Hodgkin lymphoma (e.g., diffuse large B cell lymphoma)

and uses patient age, serum lactate dehydrogenase,
performance status, stage, and number of extranodal disease
sites to predict overall survival rates. In follycular lymphoma,
the main prognostic indexes that have been used are the FLIPI

1 and FLIPI 2, that include [12]:

FLIPI 1:
e Age >60 years
* Stagelllor IV
* Hemoglobin level <12.0 g/DlI
* Number of involved nodal areas >4

e Serum lactate dehydrogenase level greater than the
upper limit of normal

FLIPI 2:
* Age >60 years
* Hemoglobin level <12.0 g/DlI
* Bone Marrow involvement

e Maximal diameter of lymph node > 6 cm
* Increased B2-microglobulin

Regarding the treatment, the patients who present with
limited-stage disease can be treated with radiotherapy
or rituximab in monoterapy, altough usually therapy is
deferred symptomatic patients with advanced disease o
“large tumoral mass” at diagnosis can be treated with R-CHOP
Alternative treatments in patient with cardiac disease are
CVP (cyclophosphamide, vincristine, and prednisone) or
Rbendamustine. Maintenance treatment with Rituximab
every 2 months for 2 years in patients with folicular lymphoma
who have obtained complete or partial remission after
induction has been shown to prolong disease-free survival.
Cyclophosphamide is considered a high risk gonadotoxic
drug and vincristine a medium risk.

The prognosis of uterine lymphoma is considered to be
relatively favorable when the disease is in early stage and
treated properly [1,5], being best assigned using the IPI, which
is a powerful predictor of outcome in all subtypes of non-
Hodgkin's lymphoma [9].

CONCLUSION

Follicular endometrial lymphoma is a very rare entity. Due to
the nonspecific clinic that it produces, it is easy to confuse
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it with other gynecological pathologies. For this reason, it is
important to rule it out as a possible diagnosis. Biopsy and
immunohistochemistry being essential for such task. R-CHOP
is the treatment of choice for this type of lymphomas. Due
to the small number of cases there is no established action
protocol.
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