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Primary involvement of the female gynecological
tract is uncommon1,3,5,6,7. Clinical manifestations of gy-

Abstract

Lymphomas represent a wide spectrum of neoplasms arising from lymphocytes. Non-Hodgkin’s lymphoma may arise from
lymphatic cells located in solid organs (extranodal) in 25 to 35% of the cases. The occurrence of female genital tract lym-
phoma is very uncommon. However, it is important to be aware of this neoplastic condition and to include it in the diffe-
rential diagnosis of other gynecological neoplasms since its clinical presentation may be similar. An accurate diagnosis 
allows for appropriate therapy decision making and avoids unnecessary interventions. We present three clinical cases of
female genital tract lymphomas, in multiparous and post-menopausal women, whose first sign was abnormal uterine blee-
ding, a clinical presentation similar to other gynecological neoplasms.
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INTRODUCTION

N on-Hodgkin’s lymphomas (NHL) are predomi-
nantly lymphatic organs neoplasms; however,

they may arise in solid organs in 25-35% of cases1,2. Ex-
tranodal non-Hodgkin’s lymphomas often involve the
gastrointestinal tract and central nervous system but
may also affect other sites, such as the adrenal glands,
breast, thyroid, bone, prostate and female genital
tract1,3,4.
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Resumo

Os linfomas representam um amplo espectro de neoplasias, com origem nos linfócitos. O linfoma não Hodgkin pode 
surgir de células linfáticas localizadas em órgãos sólidos (extranodais) em 25 a 35% dos casos. O linfoma do trato genital
feminino é bastante incomum. No entanto, é importante conhecer esta patologia e incluí-la no diagnóstico diferencial de
outras neoplasias ginecológicas, uma vez que a sua apresentação clínica pode ser semelhante. Um diagnóstico correto con-
duz a um tratamento adequado, evitando intervenções desnecessárias. Descrevemos três casos clínicos de linfomas do tra-
to genital feminino em mulheres multíparas e em pós-menopausa, cuja manifestação inicial foi hemorragia uterina anor-
mal, apresentação clínica semelhante a outras neoplasias ginecológicas.
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FIGURE 1. Endovaginal ultrassound image showing endometrial
thickening and a widened and vascularizated uterine cervix.

(R-CVP), a new PET scan was performed, which sho-
wed a complete metabolic response to therapy. The pa-
tient will start a 2 year maintenance immuno-chemo-
therapy with anti-CD20 antibody.

Case II
69 years old, obstetric index 3003, menopause at 51
years old, with a history of arterial hypertension. The
patient was referred to the endometrial pathology 
appointment due to abnormal postmenopausal uteri-
ne bleeding and endometrial thickening of 7 mm 
associated with a 15 Kg weight loss in the last few
months. The gynecological examination was unremar-
kable. The hysteroscopy revealed an intracavitary neo-
formation with suspicious vascularization, which was
biopsied; the specimen was sent for anatomopatholo-
gical study, which revealed a high-grade CD20+ non-
-Hodgkin B lymphoma, whose morphology and im-
munohistochemical profile were compatible with 
diffuse large B cell lymphoma, molecular subtype ABC
(Hans algorithm); high ki67 proliferative index (about
80%). The patient was referred to the oncological he-
matology appointment. Complementary diagnostic
tests (thoraco-abdominopelvic CT and PET) detected
a lesion in the right kidney with hepatic, left adrenal
and uterine infiltration, suggesting lymphoprolife-
rative involvement in these locations – stage IV-B in 
the Ann Arbor classification (Figure 2). 6 cycles of 

necological tract lymphomas are nonspecific and may
mimic the presentation of other gynecological neo-
plasms and include symptoms such as vaginal blee-
ding, abnormal discharges, abdominal distension,
among others3,6,7.

We present three clinical cases of female genital tract
lymphomas, in multiparous and post-menopausal wo-
men, whose first sign was abnormal uterine bleeding,
a clinical presentation similar to other gynecological
neoplasms.

CLINICAL CASES

Case I
76 years old, obstetric index 3003, menopause at 58
years old, with history of arterial hypertension, obesi-
ty, type 2 diabetes mellitus, dyslipidemia, and pace-
maker. She was admitted to the emergency department
with complaints of vaginal bleeding since the previous
day but was otherwise asymptomatic. Physical exami-
nation revealed the presence of abundant clots in the
vagina and a very widened cervix was identified. It was
not possible to visualize the external cervical os. On bi-
manual examination, the cervix was very hardened and
enlarged. Transvaginal ultrasound showed a heteroge-
neous uterus, in an indifferent position, measuring
132x67x64 mm, an uterine cervix 49 mm long, wide-
ned and highly vascularized, and an endometrial 
thickening of 11 mm (Figure 1). An uterine curettage
was performed and the material was sent for anatomo-
pathological study. The histological examination re-
vealed a non-Hodgkin B lymphoma, CD20+, whose
morphology and immunohistochemical profile were
compatible with a grade 1-2 follicular lymphoma with
low ki67 proliferative index (15%). The patient was re-
ferred for a hematology oncology appointment. The
additional investigation, which included a thoraco-
-abdominopelvic CT and positron emitting tomogra-
phy (PET), showed a large heterogeneous lesion in the
cervix with extension to the uterine body, multiple in-
fradiaphragmatic adenopathies and subcutaneous/
/musculoskeletal and osteomedullary involvement,
corresponding to a stage IV-A lymphoma (Ann Arbor
classification). After 8 cycles of therapy with rituximab,
cyclophosphamide, vincristine, and prednisone 



Lymphomas of the female genital tract

78 Acta Obstet Ginecol Port 2023;17(1):76-81

patient was hospitalized for a new episode of abundant
vaginal blood loss, requiring transfusional support (2
units of red blood cells). In an additional imaging stu-
dy (PET), there was a large mass centered in the cervix
region, with approximately 113x94 mm, multiple fo-
cal areas distributed throughout the uterine body and
several nodular lesions in both lungs, suggestive of
lymphomatous lesions – stage IV-A in the Ann Arbor
classification (Figure 3). A combined chemoimmuno-
therapy regimen was instituted, with rituximab, cyclo-
phosphamide, doxorubicin, vincristine, and predniso-
lone (R-CHOP). Were completed 6 cycles, with no fur-
ther evidence of blood loss and good clinical response
after 9 months of follow-up.

DISCUSSION

The incidence of extranodal non-Hodgkin lymphomas,
including those of the gynecological tract, has increa-
sed in recent decades6-8.

Non-Hodgkin’s lymphomas presentation varies 
according to the lymphoma’s type and the involvement
of different areas. Involvement of the female geni-
tal tract can occur in three ways: incidental involve-
ment in the context of generalized lymphoma (the most

therapy with rituximab, cyclophosphamide, doxoru-
bicin, vincristine, and prednisolone (R-CHOP) have
been completed. The patient has a thoraco-abdomino-
pelvic CT reevaluation scheduled.

Case III
88 years old, obstetric index 3003, menopause at 58
years old, with a history of arterial hypertension, obe-
sity, type 2 diabetes mellitus, dyslipidemia, and asthma.
She was admitted to the emergency department with a
2 week vaginal blood loss. Physical examination re-
vealed moderate quantity of blood in the vagina; an en-
larged, globular, and hard elastic cervix, with exuberant
vessels, one of which was bleeding; abdominal disten-
tion was also observed. Transvaginal ultrasound sho-
wed an anteverted uterus, increased in volume, with a
well-defined vascularized mass in the isthmic region,
measuring 6x4 cm. The endometrium was distorted, ir-
regular with a thickness of about 8 mm. An uterine cer-
vix biopsy was performed, revealing a high-grade
CD20+ Non-Hodgkin B Lymphoma, with morpholo-
gy and immunohistochemical profile compatible with
diffuse large B cell lymphoma, molecular subtype GCB
(Hans algorithm); high ki67 proliferative index (upper
80%). The patient was referred for a hematology on-
cology appointment. One week after the diagnosis, the

FIGURE 2. Positron emission tomography (PET) images showing lesions in the right kidney with hepatic, left adrenal and uterine infiltra-
tion.
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common), presentation of a previously unknown 
disseminated lymphoma, and, more rarely, as a prima-
ry lymphoma of the female genital organs9. Clinical pre-
sentation of these lymphomas is nonspecific, and may
include vaginal blood loss, abnormal discharges, 
abdominal distension, among other symptoms3,6,7. 
B-symptoms like fever, night sweats, weight loss, and
fatigue, which appear in more aggressive non-Hodg-
kin’s lymphomas are uncommon in extranodal lym-
phomas5,10. All the cases described presented themsel-
ves in a similar way to other gynecological neoplasms,
with the presence of B symptoms in only one of them10.
So it is important to be aware of this disease and in-
clude it in the differential diagnosis of other gynecolo-
gical neoplasms since their follow-up and treatment
are conducted differently10.

Female genital tract lymphomas usually occur du-
ring the fifth decade of life; however, it depends on the
histological subtype. The diffuse large B-cell lympho-
ma is more common between 35 and 45 years old,
whereas follicular lymphoma is more frequent in peo-
ple aged over 50. The Burkitt lymphoma affects chil-
dren from five to ten years old7-9.

The definitive diagnosis is confirmed by pathologi-
cal examination of the specimen. The immunohisto-

chemical study has acquired a fundamental role in the
characterization of antibodies and in the classification
of the various subtypes1,3,7,9. The main histological sub-
type of non-Hodgkin’s lymphoma corresponds to 
diffuse large B-cell lymphoma, followed by follicular
lymphoma, and at last by Burkitt’s lymphoma1,7,10,11.

The prognosis is based on the Ann Arbor staging sys-
tem (Table I), size and disease extension, age, number of
nodes affected, LDH level and lymphomas grade – fea-
tures included on the international prognosis index on
Non-Hodgkin’s lymphomas (IPI) (Table II)3,5,6,7,9. 
Immunohistochemical analysis also plays an important
role as several biomarkers have been shown to be im-
portant in determining the behavior of diffuse large B-cell
lymphomas3. It has been shown that high Ki-67 prolife-
ration indexes are associated with poor prognosis3.

Genital tract lymphomas should be managed by
multidisciplinary teams and individualized to each pa-
tient specificities7. Once the diagnosis is confirmed, a
standard chemotherapy regimen for non-Hodgkin’s
lymphomas is instituted. The most used regimen 
includes cyclophosphamide, hydroxydaunorubicin
(doxorubicin), oncovin (vincristine), and predni-
solone or prednisone (CHOP)7,12. However, other regi-
mens including cyclophosphamide, vincristine and

FIGURE 3. Positron emission tomography (PET) images. A - Abnormal FDG-F18 uptake in the uterus. B - Multiple nodular lesions in both
lungs.
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prednisone (CVP) or fludarabine based regimens are
also used12. Depending on the histological subtype of
the tumor, extent of the disease and patient-related fac-
tors, radiotherapy may or may not be associated1,3. 
Rituximab is a monoclonal antibody that binds to the
B-cell surface antigen CD20. It has been shown that
this antibody induces apoptosis and sensitize chemo-
therapy-resistant human lymphoma cell lines to cyto-
toxic chemotherapy. Therefore, trials combining ritu-
ximab with the standard chemotherapy regimen re-
ported higher response rates compared to the use of
chemotherapy regimens alone, showing the synergis-
tic activity of rituximab9,10.

Subsequently, criteria for response to therapy are
evaluated with thoraco-abdominopelvic CT and,
more recently, PET-CT, being an asset for the follow-
up of this pathology9,10. Response to therapy is then
evaluated with a thoraco-abdominopelvic CT. More
recently, PET-CT has shown to be a valuable asset in
the follow-up of this condition as well.
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