
Case Report
A Case of Primary Uterina Lymphoma Presenting with Bleeding,
Pelvic Pain, and Dysmenorrhea

Lilian Yukari Miura ,1 Miriam Anyury Daquin Maure,2 Monica Tessmann Zomer,1

Reitan Ribeiro ,1 Teresa Cristina Santos Cavalcanti,3 andWilliam Kondo 1

1Vita Batel Hospital, Rua Alferes Angelo Sampaio, 1896 Curitiba, PR, Brazil
2Complejo Hospitalario Metropolitano, Via Simon Bolivar, Panama City, Panama
3Citolab, Rua Vicente Machado 1192 Curitiba, PR, Brazil

Correspondence should be addressed to William Kondo; williamkondo@yahoo.com

Received 11 September 2017; Accepted 26 October 2017; Published 22 January 2018

Academic Editor: Giampiero Capobianco

Copyright © 2018 Lilian Yukari Miura et al. This is an open access article distributed under the Creative Commons Attribution
License, which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly
cited.

Primary non-Hodgkin’s lymphoma (NHL) can arise from lymphatic cells located in solid organs (extranodal) and it accounts for
25 to 35% of all NHL. Primary lymphoma on the female genital tract (PLFGT) is a rare disease, comprising 0.2 to 1.1% of all
extranodal lymphomas in the female population. In this paper, the authors report an extremely rare case of a 48-year-old woman
who exhibited an abnormal uterine bleeding, pelvic pain, and dysmenorrhea history. The transvaginal ultrasound showed an
anteverted uterus measuring 153 cm3 in volume, with intramural leiomyomas. She underwent a total laparoscopic hysterectomy
with bilateral salpingectomy. The histologic evaluation of the specimen showed a follicular lymphoma with diffuse pattern in the
endometrium. This report illustrates the difficulty in the diagnosis of primary lymphomas of the female genital tract.

1. Introduction

Primary non-Hodgkin’s lymphoma (NHL) may arise from
lymphatic cells located in solid organs (extranodal) and it
accounts for 25 to 35% of all NHL [1–4]. Most of the sites
related to this disease are in the gastrointestinal tract and the
central nervous system. However, less commonly this patho-
logy may also arise from adrenal glands, thyroid, breasts,
bone, prostate, and female genital tract [5–7]. Primary lym-
phoma 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 [8–10].

The main histological subtypes of non-Hodgkin’s lym-
phoma are the diffuse large B-cell lymphoma, follicular lym-
phoma, and Burkitt lymphoma [9–11]. Immunohistochem-
istry studies are important to achieve a correct diagnosis [12–
14].

The ovaries are themost common site of PLFGT, followed
by the uterine cervix and the uterine body, which is very rare
[9, 15]. Usually, in these women the endometrial involvement
is secondary to a systemic lymphoma affecting the cervix [15].

2. Case Report

A 48-year-old woman, G4 P2 C2, came to our service com-
plaining about abnormal uterine bleeding, pelvic pain, and
dysmenorrhea for the last 6 months. She was under clinical
treatment for the uterine bleedingwith continuous use of hor-
monal contraceptive (Gestodene 75mcg + Ethinylestradiol
30mcg). She had a past surgical history of cholecystectomy,
cesarean section, abdominoplasty, and bilateral tubal ligation.
The gynecological examination was unremarkable.

On bimanual examination, the uterus was mobile and
had a normal size. There was no increase in the volume of
the ovaries. Transvaginal ultrasound showed an anteverted
uterus, measuring 153 cm3, with a heterogeneous pattern,
with intramural leiomyomas at the posterior uterine wall. Pap
smear was negative for neoplasia.

She underwent a laparoscopic hysterectomywith bilateral
salpingectomy for a presumed abnormal uterine bleeding
and leiomyomas not responding to clinical treatment. The
laparoscopic hysterectomy was performed according to the
previously reported surgical technique [16]. The surgical
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Figure 1: Immunohistochemistry showing positivity of the antibodies CD20, Bcl-2, and CD10 in atypical lymphocytes and Ki67 in 50% of
all lymphocytes.

procedure was uneventful and lasted 90 minutes. Estimated
intraoperative blood loss was 20 cc. The patient was dis-
charged from the hospital, 24 hours after the surgery. The
histological evaluation of the specimen identified a dense
lymphoid infiltrated in the endometrium, with a diffuse
follicular pattern. Immunohistochemical analysis showed
CD20, Bcl-2, and CD10 positivity in atypical lymphocytes
and Ki67 positivity in 50% of all lymphocytes, leading to a
diagnosis of follicular lymphoma with diffuse pattern in the
endometrium (Figure 1).

After clinical staging, the disease was diagnosed as fol-
licular lymphoma of the endometrium stage IV, due to the
involvement of the bone marrow. The patient was submitted
to chemotherapy with six cycles of R-CHOP (rituximab
+ cyclophosphamide, hydroxydaunorubicin, oncovin, and
prednisone), after surgery. Follow-up PET/CT was made
sixteen months after surgery and demonstrated increased
activity in the retroperitoneum, and it was decided to main-
tain rituximab for 2 more years.

3. Discussion

Lymphomas are malignant tumors that affect the immune
system, most commonly, the lymph nodes. However, 40%
of the lymphomas are extra nodal [17–20]. When the female
genital tract is compromised, which represents 30 to 40% of
the cases, it is usually secondary to disseminated disease [21].
Primary lymphoma involving the female genital tract is an
uncommon condition, in which the ovaries and cervix are the
most frequently affected sites [8–10, 15]. The involvement of
extra nodal sitesmeans theworst prognosis [22].The progno-
sis usually is analyzed based on the AnnArbor staging system

Table 1: Ann Arbor staging system.

Stage I Involvement of a single lymph node region (I) or
lymphatic structure (Ie)

Stage II
Involvement of 2 or more lymph node regions on
same side of diaphragm (II) or with limited,
contiguous extralymphatic tissue involvement (IIe)

Stage III Both sides of the diaphragm are involved and may
include spleen (IIIe) or local tissue involvement (IIIe)

Stage IV

Multiple/disseminated involvement of one or more
extralymphatic organs, or isolated extralymphatic
organ involvement without adjacent regional lymph
node involvement, but with disease in distant site (s),
or any involvement of the liver, bone marrow, pleura,
or cerebrospinal fluid (i.e., bone marrow)

(A) or (B) Designates absence/presence of “B” symptoms

(E) Localized, solitary involvement of extra lymphatic
tissue, excluding liver and bone marrow

(Table 1), size and extension of the disease, age, number of
nodes affected, LDH level, and lymphoma’s grade [20].

It usually occurs in women during the fifth decade of
life. Nevertheless, it depends on the histological subtype; as
an example, diffuse large B-cell lymphoma is more common
between 35 and 45 years old, whereas follicular lymphoma is
more frequent in people aged over 50, and Burkitt lymphoma
affects children from five to ten years old [23].

The diagnosis is very difficult because of the rarity of
this entity. In addition, there is no typical presentation of the
symptoms; usually, it depends on the site where the cancer is
confined [23]. Some of the symptoms of PLFGT are abnormal
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uterine bleeding, pelvic pain, abdominal distension, and
bloating [17–19]. The “B” symptoms are not frequent in this
population, unless the disease has an aggressive behavior
along with a large tumor burden [24–26]. In the follicular
lymphoma subtype, the clinical presentation usually has an
indolent course. Survival rate is very high even without
treatment, but it can exhibit a variable clinical presentation,
with some patients suffering from aggressive disease [23].

Since clinical evaluation and imaging studies cannot give
a definitive diagnosis,most PLFGT is initially treated as being
any other common gynecologic malignancy. The definitive
diagnosis is obtained after surgery during the pathological
examination of the surgical specimen [8]. Immunohisto-
chemistry plays a fundamental role in the characterization
of the antibodies and in the classification of the subtypes of
lymphomas [27, 28].

The main histological subtype of non-Hodgkin’s lym-
phoma is the diffuse large B-cell lymphoma [9, 11]. The
second most common is the follicular lymphoma, followed
by Burkitt lymphoma [9]. Immunohistochemical studies are
useful to achieve a correct diagnosis, as some low-grade
lymphomas (particularly follicular lymphomas and MALT-
type lymphomas) are difficult to be distinguished from
benign reactive diseases such as severe chronic cervicitis or
follicular cervicitis [12–14].

In this case, the patient presented no specific symptoms.
She underwent a total laparoscopic hysterectomy for a pre-
sumed benign disease (leiomyoma and increased uterine
bleeding). The diagnosis of follicular lymphoma with dif-
fuse pattern coming from the endometrium was confirmed
after anatomopathological and immunohistochemical evalu-
ations.

The treatment of PLFGT consists of a multimodal
approach, including the gynecologist, the clinical oncologist,
and the radiation oncologist, trying to individualize each
treatment. As this type of lymphoma often compromises
premenopausal women, it is very important to consider the
patient’s fertility. Chemotherapy induces irreversible damage
to the ovarian tissue, which leads to premature ovarian
failure. This is an important issue that must be discussed
with the patient, and the possibility of oocyte or embryo
cryopreservation must be remembered in those patients who
desire future childbearing [9]. Temporary ovary suppression
with GnRH agonists is another alternative, to attempt to
reduce the occurrence of premature ovarian failure. However,
this procedure is still controversial [29]. Patients who have
indication for radiotherapy treatment may be benefited from
the ovarian transposition. In this procedure, the ovaries are
sutured into the paracolic gutter, in order to attempt to
maintain them outside the radiation field, postoperatively
[30].

R-CHOP regimen is the standard treatment for follicular
lymphoma and includes rituximab plus cyclophosphamide,
hydroxydaunorubicin, oncovin (vincristine), and prednisone
or prednisolone.The cyclophosphamide is considered a high-
risk gonadotoxic drug, oncovin a medium risk [29].

In the posttreatment follow-up, tumor remission is usu-
ally evaluated by PET-CT (positron emission tomography-
computed tomography) [23].

4. Conclusion

PLFGT is a rare condition. Different clinical presentations
may lead to a difficult diagnosis, frequently misunderstood
during the preoperative setting. Due to the scarce number
of cases, there is no formal protocol for the management of
PLFGT. Although rare, PLFGT should be considered in the
differential diagnosis of organic diseases, leading to increased
uterine bleeding and pelvic pain.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

References

[1] R. Newton, J. Ferlay, V. Beral, and S. S. Devesa, “The epidemi-
ology of non-Hodgkin’s lymphoma: comparison of nodal and
extra-nodal sites,” International Journal of Cancer, vol. 72, no. 6,
pp. 923–930, 1997.

[2] B. Vannata and E. Zucca, “Primary extranodal B-cell lym-
phoma: current concepts andtreatment strategies,”The Chinese
Clinical Oncology Journal, vol. 4, no. 1, article 10, 2015.

[3] J. J. Castillo, E. S.Winer, andA. J. Olszewski, “Sites of extranodal
involvement are prognostic in patients with diffuse large B-cell
lymphoma in the rituximab era: An analysis of the Surveillance,
Epidemiology and End Results database,” American Journal of
Hematology, vol. 89, no. 3, pp. 310–314, 2014.

[4] J. Yun, S. J. Kim, J. A. Kim et al., “Clinical features and treatment
outcomes of non-hodgkin’s lymphomas involving rare extran-
odal sites: a single-center experience,” Acta Haematologica, vol.
123, no. 1, pp. 48–54, 2010.

[5] G. Ryan, G. Martinelli, M. Kuper-Hommel et al., “Primary
diffuse large B-cell lymphoma of the breast: prognostic factors
and outcomes of a study by the international extranodal lym-
phoma study group,” Annals of Oncology, vol. 19, no. 2, pp. 233–
241, 2008.

[6] M.Mian,G.Gaidano, A. Conconi et al., “High response rate and
improvement of long-term survival with combined treatment
modalities in patients with poor-risk primary thyroid diffuse
large B-cell lymphoma: an international extranodal lymphoma
study group and intergruppo Italiano linfomi study,” Leukemia
& Lymphoma, vol. 52, no. 5, pp. 823–832, 2011.

[7] A. Martinez, M. Ponzoni, C. Agostinelli et al., “Primary bone
marrow lymphoma: an uncommon extranodal presentation of
aggressive non-hodgkin lymphomas,” The American Journal of
Surgical Pathology, vol. 36, no. 2, pp. 296–304, 2012.

[8] L. Singh, R. Madan, R. Benson, and G. K. Rath, “Primary non-
hodgkins lymphoma of uterine cervix: a case report of two
patients,”The Journal of Obstetrics and Gynecology of India, vol.
66, no. 2, pp. 125–127, 2016.

[9] D. Nasioudis, P. N. Kampaktsis, M. Frey, S. S. Witkin, and K.
Holcomb, “Primary lymphoma of the female genital tract: an
analysis of 697 cases,” Gynecologic Oncology, vol. 145, no. 2, pp.
305–309, 2017.

[10] J. A. Bennett, E. Oliva, V. Nardi, N. Lindeman, J. A. Ferry, and
A. Louissaint, “Primary endometrial marginal zone lymphoma
(MALT Lymphoma): a unique clinicopathologic entity,” The
American Journal of Surgical Pathology, vol. 40, no. 9, pp. 1217–
1223, 2016.

[11] F. Kosari, Y. Daneshbod, R. Parwaresch, M. Krams, and H.-
H. Wacker, “Lymphomas of the female genital tract: a study of



4 Case Reports in Obstetrics and Gynecology

186 cases and review of the literature,”The American Journal of
Surgical Pathology, vol. 29, no. 11, pp. 1512–1520, 2005.

[12] N. N. Van Renterghem, P. P. De Paepe, R. R. Van den Broecke,
C. Bourgain, and R. Serreyn, “Primarylymphoma of the cervix
uteri: a diagnostic challenge. Report of two casesand review
of the literature,” European Journal of Gynaecological Oncology,
vol. 26, pp. 36–38, 2005.

[13] A. Anagnostopoulos, N. Mouzakiti, S. Ruthven, J. Herod, and
M. Kotsyfakis, “Primary cervical anduterine corpus lymphoma;
a case report and literature review,” International Journal of
Clinical and Experimental Medicine, vol. 6, pp. 298–306, 2013.

[14] F. Binesh, M. Karimi zarchi, H. Vahedian, and Y. Rajabzadeh,
“Primarymalignant lymphoma of the uterine cervix,” BMJ Case
Reports, vol. 2012, 2012.

[15] F. C. Tahmasebi, S. Roy, J. E. Kolitz, F. Sen, J. Laser, and X.
Zhang, “Primary extranodal marginal zone lymphoma of the
endometrium: report of four cases and review of literature,”
International Journal of Clinical and Experimental Pathology,
vol. 8, no. 3, pp. 3036–3044, 2015.

[16] W. Kondo, M. T. Zomer, A. W. Branco, L. C. Stunitz, A. J.
BrancoFilho, and S. Nichele, “Surgical technique of total laparo-
scopic hysterectomy,” Brazilian Journal of Videoendoscopic Sur-
gery, vol. 3, no. 3, pp. 139–149, 2010.

[17] V.D.Mandato, R. Palermo,A. Falbo et al., “Primary diffuse large
B-cell lymphoma of the uterus: case report and review,” Anti-
cancer Reseach, vol. 34, no. 8, pp. 4377–4390, 2014.

[18] S. Guastafierro, A. Tedeschi, C. Criscuolo et al., “Primary
extranodal non-hodgkin’s lymphoma of the vagina: a case
report and a review of the literature,” Acta Haematologica, vol.
128, no. 1, pp. 33–38, 2012.

[19] N. Clemente, L. Alessandrini, M. Rupolo et al., “Primary non-
hodgkin’s lymphoma of the vulva: a case report and literature
review,”Medicine, vol. 95, no. 10, Article ID e3041, 2016.

[20] A. Ferreira andT.M.Cunha, “Envolvimento do aparelho genital
feminino por linfoma,”Acta Radiológica Portuguesa, vol. 23, no.
91, pp. 25–32, 2011.

[21] S. Patni and I. Thompson, “Genital tract lymphoma: a rare
malignancy,” Journal of Obstetrics & Gynaecology, vol. 25, no.
3, pp. 289–291, 2005.

[22] W.-K. Lee, E. W. F. Lau, V. A. Duddalwar, A. J. Stanley, and Y. Y.
Ho, “Abdominal manifestations of extranodal lymphoma: spec-
trum of imaging findings,” American Journal of Roentgenology,
vol. 191, no. 1, pp. 198–206, 2008.

[23] E. Pinto, S. Batista, C. Lourenço, J. Gonçalves, and G. Ramalho,
“Gynecological lymphomas Linfomas ginecológicos,” ActaOb-
stetGinecol Port, vol. 8, no. 2, pp. 201–205, 2014.

[24] A. S. Lagoo and S. J. Robboy, “Lymphoma of the female genital
tract: current status,” International Journal of Gynecological
Pathology, vol. 25, no. 1, pp. 1–21, 2006.

[25] A. K. Ahmad, P. Hui, B. Litkouhi et al., “Institutional review of
primary non-Hodgkin lymphoma of the female genital tract a
33-year experience,” International Journal of Gynecological Can-
cer, vol. 24, no. 7, pp. 1250–1255, 2014.

[26] E. Zucca and F. Cavalli, “Extranodal lymphomas,” Annals of
Oncology, vol. 11, no. 3, pp. 219–222, 2000.

[27] J. H. M. Heeren, A. M. Croonen, and J. M. A. Pijnenborg, “Pri-
mary extranodal marginal zone B-cell lymphoma of the female
genital tract: a case report and literature review,” International
Journal of Gynecological Pathology, vol. 27, no. 2, pp. 243–246,
2008.

[28] G. Yang, J. Deisch, M. Tavares, Q. Haixia, C. Cobb, and A. S.
Raza, “PrimaryB-cell lymphomaof the uterine cervix: presenta-
tion in Pap-test slide and cervical biopsy,”Diagnostic Cytopatho-
logy, vol. 45, no. 3, pp. 235–238, 2017.

[29] Z. Blumenfeld, H. Zur, and E. J. Dann, “Gonadotropin-releas-
ing hormone agonist cotreatment during chemotherapy may
increase pregnancy rate in survivors,” The Oncologist, vol. 20,
no. 11, pp. 1283–1289, 2015.

[30] N. S.Moawad, E. Santamaria, A. Rhoton-Vlasak, and J. L. Light-
sey, “Laparoscopic ovarian transposition before pelvic cancer
treatment: ovarian function and fertility preservation,” Jour-
nal of Minimally Invasive Gynecology, vol. 24, no. 1, pp. 28–35,
2017.



Stem Cells 
International

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

MEDIATORS
INFLAMMATION

of

Endocrinology
International Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Disease Markers

Hindawi
www.hindawi.com Volume 2018

BioMed 
Research International

Oncology
Journal of

Hindawi
www.hindawi.com Volume 2013

Hindawi
www.hindawi.com Volume 2018

Oxidative Medicine and 
Cellular Longevity

Hindawi
www.hindawi.com Volume 2018

PPAR Research

Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013
Hindawi
www.hindawi.com

The Scientific 
World Journal

Volume 2018

Immunology Research
Hindawi
www.hindawi.com Volume 2018

Journal of

Obesity
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

 Computational and  
Mathematical Methods 
in Medicine

Hindawi
www.hindawi.com Volume 2018

Behavioural 
Neurology

Ophthalmology
Journal of

Hindawi
www.hindawi.com Volume 2018

Diabetes Research
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Research and Treatment
AIDS

Hindawi
www.hindawi.com Volume 2018

Gastroenterology 
Research and Practice

Hindawi
www.hindawi.com Volume 2018

Parkinson’s 
Disease

Evidence-Based 
Complementary and
Alternative Medicine

Volume 2018
Hindawi
www.hindawi.com

Submit your manuscripts at
www.hindawi.com

https://www.hindawi.com/journals/sci/
https://www.hindawi.com/journals/mi/
https://www.hindawi.com/journals/ije/
https://www.hindawi.com/journals/dm/
https://www.hindawi.com/journals/bmri/
https://www.hindawi.com/journals/jo/
https://www.hindawi.com/journals/omcl/
https://www.hindawi.com/journals/ppar/
https://www.hindawi.com/journals/tswj/
https://www.hindawi.com/journals/jir/
https://www.hindawi.com/journals/jobe/
https://www.hindawi.com/journals/cmmm/
https://www.hindawi.com/journals/bn/
https://www.hindawi.com/journals/joph/
https://www.hindawi.com/journals/jdr/
https://www.hindawi.com/journals/art/
https://www.hindawi.com/journals/grp/
https://www.hindawi.com/journals/pd/
https://www.hindawi.com/journals/ecam/
https://www.hindawi.com/
https://www.hindawi.com/

