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SUMMARY
Introduction Primary lymphomas of the female genital system are rare and represent about 2% of ex-
tranodal lymphomas and about 0.5% of malignant gynecological diseases, which occur in only 0.5% of 
cases in the cervix and uterine body. Mucosa-associated lymphoid tissue (MALT) lymphoma represents 
a rare variant of the primary genital lymphoma.
Case outline This paper presents the case of a 45-year-old patient who visited a gynecologist due to 
abnormal menstrual bleeding within the previous three years and bloody excrement between menstrual 
bleedings. The ultrasound examination raised doubts about endometrial polyps, thus the fractional 
exploratory curettage was performed. Histologically, a dense infiltration of stromal endometrium was 
demonstrated in the endometrium through fine-tuned lymphocytic cells that were highly positive for 
immunohistochemical markers CD20, CD79a, CD45, positive for CD5 in up to 5% of tumor cells, negative 
for Cyclin D1, CD10, and bcl-2. The proliferation marker Ki-67 was expressed in approximately 15% of the 
lymphocytic tumor cells. The patient’s uterus and adnexa were surgically removed and she did not receive 
any additional therapy. After a 3.5-year follow-up, the patient has been without a relapse of the disease.
Conclusion Although non-Hodgkin’s lymphomas of the genital organs, especially the MALT type of 
non-Hodgkin’s lymphoma, are extremely rare, they should also be considered as a differential diagnosis 
in women with menometrorrhagia and the ultrasound image of the endometrial polyps.
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INTRODUCTION

Extranodal marginal zone lymphoma of mu-
cosa-associated lymphoid tissue (MALT) type, 
according to the current WHO classification 
of 2016, is a subtype of B-cell non-Hodgkin’s 
lymphoma and accounts for 7.5% of all non-
Hodgkin’s lymphomas [1, 2]. They are most 
commonly found within the gastrointestinal 
tract (30–40%), skin and CNS, unlike female 
genital organs where they are scarcely found, in 
only about 2% of cases [1, 3, 4, 5]. The primary 
endometrial MALT lymphoma represents an 
extremely rare variant of the primary genital 
lymphoma and only 14 cases, as far as we know, 
have been described in literature in English [6]. 
In our paper, we present the case of a 45-year-
old patient with menometrorrhagia caused by 
the primary endometrial MALT lymphoma.

CASE REPORT

A 45-year-old patient (G: 2; Para: 2) asked for 
a gynecological examination due to the highly 
abundant periods every 23–24 days she had had 
for the previous three years and bloody excre-
ment between them occurring over the previ-
ous 10 months. She did list any other medical 
problems. She did not lose weight, did not have 

high fever or perspiration. Pap smear was nor-
mal (group II, NILM). Transvaginal ultrasound 
showed the uterus of normal size, with endome-
trium, which could not be clearly separated from 
the myometrium in the presence of a 20 mm 
thick endometrium. Both ovaries were charac-
terized as being of regular size and echostruc-
ture. There was no free fluid in the lesser pelvis.

Due to the suspicion of the existence of en-
dometrial polyps, endometrial curettage was 
performed, and a diagnosis was established by 
the histopathological examination including 
immunohistochemical staining: extranodal 
MALT lymphoma of endometrium. In order 
to confirm the histopathological diagnosis, 
another examination was performed at the In-
stitute of Pathology, the City Clinic of Cologne, 
where the previous diagnosis was confirmed. 

The histopathological examination revealed 
that the tumor tissue consisted of small, uni-
form, ovoid cells without necrosis. The immu-
nohistological response of tumor cells to CD20, 
CD45, and CD79a was highly positive, to CD5 
positive in only a minor percentage of tumor 
cells (up to 5%), to Cyclin D1 and CD10, and 
bcl-2 it was negative. The proliferation marker 
Ki-67 was expressed in approximately 15% of 
the tumor cells. 

Nuclear magnetic resonance imaging of 
the abdomen and the lesser pelvis showed no  
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presence of any change on the abdominal organs or 
lymphadenomegaly. Within the preoperative preparation, 
an X-ray image of the lungs was taken and was normal. 
Complete blood count was also normal (the number of 
leukocytes and lymphocytes was within the limits of the 
reference values). The level of liver enzymes was within 
the limits of the reference values. The Helicobacter pylori 
test was negative.

Hysterectomy with bilateral salpingo-oophorectomy was 
performed. Lymphadenomegaly was not detected by means 
of careful exploration of the abdominal cavity and the lesser 
pelvis. The postoperative recovery was uneventful. The pa-
tient was discharged from the hospital on the fifth postop-
erative day. The final histopathological finding showed the 
presence of reparative changes on endometrium without 
lymphoproliferative neoplasm with prominent chronic reac-
tive bilateral salpingitis. Clinically, it was a stage of infective 
endocarditis according to the Ann Arbor classification, since 
only one organ has been involved [7]. The postoperative 
surgical stage was FIGO stage IA. According to the Interna-
tional Prognostic Index, used to identify patients with high 
risk of a disease relapse, our patient has been categorized 
as a low-risk patient because she was under 60 years old, in 
the first stage of the disease, the tumor was only localized to 
the endometrium, and the lactate dehydrogenase level was 
within the limits of the reference values [8].

After the surgery, the medical review board decided that 
additional therapy was not necessary. To date, the patient 
has been in complete remission for 3.5 years, without clini-
cally evident recurrent disease, with normal radiographic 
and laboratory findings.

DISCUSSION

Primary lymphoma of the female genital organs are ex-
tremely rare and make less than 0.5% of all malignant dis-
eases of female genital organs [1]. Lymphomas of female 
genital organs may be found within the disseminated, 
systemic lymphoma more often [4]. According to a com-
prehensive study conducted by Nasioudis et al. [9] in 2017, 
in 697 cases of women with primary genital lymphoma, 
the ovary was affected in 37% of the cases, the cervix in 
21.4%, while in 16.5% of the cases the lymphoma was en-

dometrially localized. Most commonly, diffuse large B-cell 
lymphoma occurs on the genital organs, followed by fol-
licular lymphoma subtype, while the primary endometrial 
MALT lymphoma is quite rare [4].

Thirteen cases of MALT lymphoma of the endometrium 
have been described in the literature in English so far. Most 
cases include postmenopausal women with a bleeding is-
sue as the dominant symptom whose diagnosis is based 
on histopathological examination of the material obtained 
by curettage. In a minority of cases, the disease was severe 
and diagnosis was established after the histopathological 
examination of the uterus after surgery for other reasons 
(uterovaginal prolapse) [1, 5, 10, 11]. Our patient was 45 
years old and the only symptom was menometrorrhagia 
she had had for 10 months.

In the case of our patient, histopathological examination 
showed that the tumor consisted of small, uniform ovoid 
cells (Figure 1). Immunohistochemical examination of the 
specimen obtained by the exploratory curettage showed that 
the tumor cells were positive for the immunohistochemi-
cal markers CD20 and CD45. Marker CD45 is a common 
leukocyte antigen, i.e. marker for all leukocytes. It is the 
most important marker in the delimitation process between 

Figure 1. Hypercellular stroma consists of small, uniform, oviduct cells 
without necrosis; endometrium glands have regular cytomorphologi-
cal properties (H&E, ×10)

a b c

Figure 2. A) The immunohistological reaction to the B-lymphocyte marker CD 79a shows a monotone lymphocytic infiltrate that predominantly 
(almost exclusively) consists of B-lymphocytes (×10); B) the immunohistological reaction to the CD5 marker shows a positive reaction in a small 
percentage of tumor cells (up to 5% of tumor cells) (×10); C) the proliferative marker KI67 (B) is expressed in approximately 15% of neoplastic 
lymphoid cells (×10)
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lymphoma and non-lymphatic tumors. The CD20 marker, 
which represents a marker for B-lymphocytes, was posi-
tive as well. Additional immunohistochemical tests were 
performed in Cologne: the tumor was highly positive for 
CD79a (broader marker for B-lymphocytes, including all 
B-lymphocyte populations, mature and immature variants), 
indicating that it consisted exclusively of B-lymphocytes 
(Figure 2A). The tumor was positive for the CD5 marker 
in only 5% of the tumor cells (Figure 2B). CD5 is also the 
marker of T-lymphocytes (all mature T-cells), but it may 
also be expressed from a subpopulation of B-cells. CD5 is 
rarely expressed in the extranodal MALT lymphoma. A 
stronger positive response to CD5 would be expected in the 
case of lymphocytic lymphoma and mantle cell lymphoma. 
The immunological phenotype of MALT lymphoma is not 
specific (no single marker is specific), so it is a diagnosis of 
exclusion to other small cell lymphomas. Cyclin D1 as the 
main marker of mantle cell lymphoma was negative, CD10 
as the main marker of follicular lymphoma was also nega-
tive, and expression of the CD23 antigen, as an important 
marker of lymphocytic lymphoma, was also negative. The 
immunohistological reaction to bcl-2 protein, as a relevant 
marker for follicular lymphoma, was also negative. Bcl-2 is 
mostly positive in the case of MALT lymphoma, but it may 
be negative as well. Ki-67 labeling index indicates moderate 
cell proliferation of about 15%, consistent with low-grade 
malignant lymphoma (Figure 2C). The overall finding in-
dicated an extranodal MALT lymphoma of endometrium 
with no lymphadenopathy being clinically present [12–16]. 
Further molecular testing (e.g. examination of clonality) 
was not performed given the fact that this quite expensive 
testing is only performed in specialized centers. In addi-
tion, they only represent an additional tool in lymphoma 
diagnostics and have their limitations in terms of sensitivity 
and specificity [17].

Etiology and pathogenesis of MALT lymphoma are 
unknown, although chronic antigen stimulation (chronic 
infection, autoimmune disease) is thought to have a sig-
nificant role in the emergence of this disease [1, 3]. A 
case of MALT thyroid gland lymphoma in a patient with 
Hashimoto thyroiditis, as well as a case of gastrointestinal 
MALT lymphoma in a patient with atrophic gastritis have 
been published [4]. Two thirds of patients with MALT lym-
phoma of the stomach have a chronic Helicobacter pylori 
infection [18]. It is also believed that there is a relationship 
between Chlamydia psittaci infection and the occurrence 
of ocular adnexal MALT lymphoma, Campylobacter jejuni 

and immunoproliferative disease of small intestine, as well 
as Borrelia burgdorferi infection and MALT lymphoma of 
the skin [1]. There was no evidence of chronic endome-
tritis in the case of our patient, nor in the cases of MALT 
lymphoma of endometrium described in the literature [1, 
3, 5]. Other studies have shown the connection between 
chromosomal translocations and trisomy in cases of MALT 
lymphoma of the non-genital region, which indicates that, 
apart from chronic infection, other factors can have a sig-
nificant role in the emergence of this malignant disease 
as well [19, 20, 21].

For detection of other possible disease localizations and 
determination of exact stage of the disease, performing a 
CT of abdomen and small pelvis is very important. It is 
thought that about 25–45% of all patients with extragastric 
MALT lymphoma at the time of establishing the diagnosis 
have a disseminated disease [22, 23]. 

The survival of patients with multifocal changes in 
MALT lymphoma without bone marrow being affected 
is identical to those in patients with unifocal localization, 
which leads to the conclusion that the multifocal local-
ization of MALT lymphoma does not necessarily mean 
dissemination of the disease [22]. The standard therapy 
has not been clearly defined yet due to the fact that it 
is a very rare type of tumor. In general, the extranodal 
marginal MALT lymphoma has a slow clinical course, 
remains in the form of a local illness for a long time and 
its dissemination begins after a long time. About 75% of 
patients are at the moment of determining the diagnosis 
of MALT lymphoma in clinical stage I/II and less than 
10% have metastases in the bone marrow [24]. As a result, 
the prognosis is significantly better than in other types of 
B-cellular extranodal lymphoma [3, 25]. In most cases, 
therapy is primarily surgical or radiotherapy in patients 
with localized disease, while chemotherapy is used in cases 
of disseminated disease.

In our case, since the tumor was localized in the uterus, 
radiological images did not show lymphadenomegaly and 
the patient had no intention of giving birth, it was decided 
to do hysterectomy with bilateral salpingo-oophorectomy as 
the first therapeutic line. Since lymphoma was limited only 
to the endometrium, further therapy was not recommended.

Although non-Hodgkin’s lymphomas of the genital 
organs, especially the MALT type of non-Hodgkin’s lym-
phoma, are extremely rare, they should also be considered 
in women with menometrorrhagia and the ultrasound im-
age of endometrial polyps.

REFERENCES 

1. Tahmasebi FC, Roy S, Kolitz JE, Sen F, Laser J, Zhang X. Primary 
extranodal marginal zone lymphoma of the endometrium: report 
of four cases and review of liretature. Int J Clin Exp Pathol. 2015; 
8(3):3036–44. 

2. Swerdlow SH, Campo E, Pileri SA, Harris NL, Stein H, Siebert R, et al. 
The 2016 revision of the World Health Organization classification 
of lymphoid neoplasms. Blood. 2016; 127(20):2375–90.

3. Iyengar P, Deodhare S. Primary extranodal marginal zone B-cell 
lymphoma of MALT type of the endometrium. Gynecol Oncol. 
2004; 93(1):238–41. 

4. Kosari F, Daneshbod Y, Parwaresch R, Krams M, Wacker HH. 
Lymphomas of the female genital tract. A study of 186 cases and 
review of the literature. Am J Surg Pathol. 2005; 29(11):1512–20. 

5. Di Tucci C, Pecorella I, Palaia I, Panici PB. Endometrial marginal 
B-cell MALT-type lymphoma: Case report and literature review. 
Crit Rev Oncol Hematol. 2013; 88(2):246–52. 

6. Bennett JA, Oliva E, Nardi V, Lindeman N, Ferry JA, Louissaint A Jr. 
Primary endometrial marginal zone lymphoma (MALT lymphoma): 
A unique clinicopathologic entity. Am J Surg Patol. 2016; 
40(9):1217–23. 

Primary endometrial extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue type



  

684

Srp Arh Celok Lek. 2018 Nov-Dec;146(11-12):681-684

  

DOI: https://doi.org/10.2298/SARH180213072M

7. Yukari Miura L, Daquin Maure MA, Tessmann Zomer M, 
Ribeiro R, Santos Cavalcanti TC, Kondo W. A Case of Primary 
Uterina Lymphoma Presenting with Bleeding, Pelvic Pain, and 
Dysmenorrhea. Case Reports in Obstetrics and Gynecology. 2018; 
1–4. 

8. Project IN-HaLF. A predictive model for aggressive non-Hodgkin’s 
lymphoma. The International Non-Hodgkin’s Lymphoma 
Prognostic Factors Project. N Engl J Med. 1993; 329(14):987–94. 

9. Nasioudis D, Kampaktsis PN, Frey M, Witkin SS, Holcomb K. 
Primary lymphoma of the female genital tract: An analysis of 697 
cases. Gynecol Oncol. 2017; 45(2):305–9. 

10. Merritt AJ, Shenjere P, Menasce LP, Reid F, Diss T, McVey RJ, et al. 
Primary extranodal marginal zone B-cell lymphoma of the uterus: 
A case study and review of the literature. J Clin Pathol. 2014; 
67(4):375–7. 

11. Wright TM, Rule S, Liu H, Du MQ, Smith ME. Extranodal marginal 
zone lymphoma of the uterine corpus. Leuk lymphoma. 2012; 
53(9):1831–4. 

12. Bacon CM, Du MQ, Dogan A. Mucosa-asociated lymphoid tissue 
(MALT) lymphoma: a practical guide for pathologists. J Clin Pathol. 
2007; 60(4):361–72. 

13. Zhang XM, Aguilera N. New immunohistochemistry for B-cell 
lymphoma and Hodgkin lymphoma. Arch Pathol Lab Med. 2014; 
138(12):1666–72. 

14. Sharma M, Mannan R, Madhukar M, Navani S, Manjari M, 
Bhasin TS, et al. Immunohistochemical (IHC) Analysis of Non-
Hodgkin's Lymphoma (NHL) Spectrum According to WHO/REAL 
Classification: A Single Centre Experience from Punjab, India. J Clin 
Diagn Res. 2014; 8(1):46–9. 

15. Disanto MG, Ambrosio MR, Rocca BJ, Ibrahim HA, Leoncini L, 
Naresh KN. Optimal Minimal Panels of Immunohistochemistry 
for Diagnosis of B-Cell Lymphoma for Application in Countries 
With Limited Resources and for Triaging Cases Before Referral to 
Specialist Centers. Am J Clin Pathol. 2016; 145(5):687–95. 

16.  Satish Rao I. Role of immunohistochemistry in lymphoma. Indian 
J Med Paediatr Oncol. 2010; 31(4):145–7. 

17. Borie R, Wislez M, Antoine M, Fleury-Feith J, Thabut G, Crestani B, 
et al. Clonality and phenotyping analysis of alveolar lymphocytes 
is suggestive of pulmonary MALT lymphoma. Respir Med. 2011; 
105(8):1231–7. 

18. Zucca E, Copie-Bergman C, Ricardi U, Thieblemont C, Raderer M, 
Ladetto M; ESMO Guidelines Working Group. Gastric marginal 
zone lymphoma of MALT type: ESMO Clinical Practice Guidelines 
for diagnosis, treatment and follow-up. Ann Oncol. 2013; 
24(6):144–8. 

19. Streubel B, Simonitsch-Klupp I, Mullauer L, Lamprecht A, Huber 
D, Siebert R, et al. Variable frequencies of MALT lymphoma-
associated genetic aberrations in MALT lymphomas of different 
sites. Leukemia. 2004; 18(10):1722–6. 

20. Remstein ED, Dogan A, Einerson RR, Paternoster SF, Fink 
SR, Law M, et al. The incidence and anatomic site specificity 
of chomosomal translocations in primary extranodal zone 
B-cell lymphoma of mucosa-associated lymphoid tissue 
(MALT lymphoma) in North America. Am J Surg Pathol. 2006; 
30(12):1546–53. 

21. Zhu D, Ikpatt OF, Dubovy SR, Lossos C, Natkunam Y, Chapman-
Fredricks JR, et al. Molecular and genomic aberrations in 
Chlamydophila psittaci negative ocular adnexal marginal zone 
lymphomas. Am J Hematol. 2013; 88(9):730–5. 

22. Konoplev S, Lin P, Qiu X, Medeiros LJ, Yin CC. Clonal Relationship 
of Extranodal Marginal Zone Lymphomas of Mucosa-Associated 
Lymphoid Tissue Involving Different Sites. Am J Clin Patho. 2010; 
134(1):112–8. 

23. Cho HY, Kim YB, No JH, Kim K, Paik JH. Primary extranodal 
marginal zone B-cell lymphoma of MALT-type involving the 
fallopian tube. Gynecol Oncol Case Rep. 2012; 2(1):6–8. 

24. Oh SY, Suh C. Non-gastric marginal zone B-cell lymphoma in 
Korea: clinical features, treatment, and prognostic factors. Korean 
J Intern Med. 2010; 25(3):227–36. 

25. Olszewski AJ, Castillo JJ. Survival of patients with marginal zone 
lymphoma: analysis of the Surveillance, Epidemiology, and End 
Results database. Cancer. 2013; 119(3):629–38. 

САЖЕТАК
Увод Примарни лимфоми женског гениталног система су 
ретки и представљају око 2% екстранодалних лимфома и 
око 0,5% злоћудних гинеколошких обољења која се јављају у 
свега 0,5% случајева у грлићу и телу материце. Лимфом мар-
гиналне зоне представља јединствени клиничко-патолошки 
ентитет и ретку варијанту примарног гениталног лимфома.
Приказ болесника У раду је приказан случај 45-годишње 
болеснице која се јавила гинекологу због обилних мен-
струација које су трајале три године и сукрвавог исцетка 
између менструација. УЗ прегледом је постављена сумња 
на ендометријални полип те је урађена фракционирана 
експлоративна киретажа. Хистолошки се у киретману ен-
дометријума показала густа инфилтрација строме ендоме-
тријума ситним, униформним лимфоцитоидним ћелијама 

које су на имунохистохемијске маркере CD20, CD79a и CD45 
биле високо позитивне, на CD5 само фокално позитивне, у 
мање од 5% туморских ћелија, на Cyclin D1 и CD10 и bcl-2 
негативне. Пролиферациони маркер Ki-67 експримирао се 
у око 15% туморских ћелија. Болесници је хируршким путем 
одстрањена материца и аднекса и није примила никакву до-
датну терапију. После троипогодишњег праћења болесница 
је без релапса болести.
Закључак Иако су нехоџкинови лимфоми гениталних ор-
гана, посебно нехоџкинови лимфоми типа MALT, изузетно 
ретки, треба мислити и на њих у диференцијалној дијагно-
зи код жена са менометрорагијама и ултразвучном сликом 
ендометријалног полипа.
Кључне речи: лимфом; лимфом типа MALT; лимфом ендо-
метријума

Ендометријални примарни екстранодусни нехоџкинов лимфом маргиналне 
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