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Primary follicular lymphoma of the uterine cervix: A case report
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Abstract. Primary non-Hodgkin lymphoma of the uterine
cervix is arare clinical entity. The present case report describes
an incidence of primary cervical follicular lymphoma,
diagnosed during management of concurrent cervical intraepi-
thelial neoplasia. The present case report outlines not only the
necessity of adhering to guidelines regarding the manage-
ment of abnormal cervical cytology, but also the importance
of expert pathological review and the need for personalized
management.

Introduction

Primary lymphomas of the uterine cervix are rare, accounting
for 0.5-1% of all extranodal Non-Hodgkin's Lymphomas
(NHL) (1). Even less common are primary cervical lymphomas
of the follicular subtype, comprising 8.5% of all primary
cervical NHLs (2). The most common presenting symptom
is abnormal vaginal bleeding (2,3). Due to the rarity of the
disease, it can be confused with other malignancies, such as
squamous cell carcinoma or inflammatory processes. There is
no established therapeutic protocol. Thus, different approaches,
including surgery, radiotherapy and chemotherapy (either
alone or in combination), are often employed (3). Herein, we
present a rare case of primary cervical follicular lymphoma
that was managed surgically.
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Case report

The patient was a 54-year-old, gravida 1 para 1, postmeno-
pausal woman, who presented for her annual gynecological
check-up without any symptoms. The patient had a history of
rheumatoid arthritis, Crohn's disease, primary biliary cirrhosis,
pulmonary fibrosis, nodular goiter and hemophilia (Factor
X1=41%) and was being treated with methotrexate, ursodeoxy-
cholic acid, and levothyroxine. During a routine Papanicolaou
smear test, cytology revealed numerous dysplastic cells with
possible koilocytic atypia and dyskeratosis, characterized
initially as Cervical Intraepithelial Neoplasia (CIN) I-II owing
to human papillomavirus (HPV) infection. Transvaginal ultra-
sonography (TVUS) showed a thickened, barrel-shaped cervix
with a diameter of 2 cm and widespread hyperechogenicity.
The patient subsequently underwent colposcopy, during which
significant vaginal atrophy and stenosis along with a friable
ectocervical mucosa was noted (Fig. 1).

The patient was admitted to the Second Department of
Obstetrics and Gynecology at Aretaieio University Hospital
(Athens, Greece) in February 2020. A wide surgical biopsy
was performed and the histopathological results were consis-
tent with the diagnosis of non-Hodgkin B-cell follicular
lymphoma (Grade 1/2). Under microscopical examination, the
normal architecture of the lymph node was effaced due to the
presence of multiple nodular formations (Fig. 2) mimicking
secondary follicles with expanded ‘follicle-centers’, but with
loss of polarity, absence of macrophages and therefore loss of
the ‘starry-sky’ pattern which characterizes normal follicles.
The cellular composition of the nodules included centrocytes
and scattered centroblasts (the latter not exceeding 6 per ten
high power fields), with an immunophenotype: CD20+ (Fig. 3),
CD23+ (Fig. 4), bcl-6+ (Fig. 5), bcl-2+ (Fig. 6), CD5-, Cyclin
D1-. Notably cells with similar morphologic and immunophe-
notyping features were found outside the nodules, either singly
or in aggregates. The Ki67 labeling index was 15% (Fig. 7),
allowing for the diagnosis of classical follicular lymphoma
(according to the new, 2022, 5th edition of the World Health
Organization Classification of Haematolymphoid Tumours).
The resection margins were positive. A computed tomography
scan of the thorax and the abdominal cavity showed no lymph-
adenopathy or hepatosplenomegaly and the patient was staged



2 MATSAS et al: PRIMARY FOLLICULAR LYMPHOMA OF THE UTERINE CERVIX: A CASE REPORT

Figure 2. H&E staining. (A) H&E x4: Nodular lymphocytic aggregates throughout the cervix tissue, vaguely reminiscent of follicles. (B) H&E x40: Upon
closer examination, small and dispersed large lymphocytes populate the follicular structures. H&E, hematoxylin and eosin.

Figure 3. CD20 immunohistochemical staining. (A) CD20 x4: Small and large lymphocytes positive for the B-cell marker CD20. (B) CD20 x40: CD20 positive
B-cells (greater detail).

as Ann Arbor IEA. The patient was evaluated by a hematolo-  intolerable side effects, the treatment was discontinued and the
gist who suggested treatment with rituximab. However, due to  patient was scheduled for cervical conization under general
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Figure 4. Abnormal CD23 positive dendritic cell meshwork of the germinal
centers (x4).

Figure 5. Bcl-6 positivity in the germinal centers (x40).

anesthesia. The resection margins of the specimen were nega-
tive and no further treatment took place. After 2 years of close
follow-up monitoring, the patient has no evidence of disease.

Discussion

Follicular lymphoma is the second most common type of
primary female genital tract non-Hodgkin lymphoma, after
diffuse large-B-cell lymphoma (4,5), which according to the
new, Stheedition of the World Health Organization Classification
of Haematolymphoid Tumours is no longer mandatory for clas-
sification purposes (6). The diagnostic algorithm encompasses
architecture, morphology/cellular composition, and immuno-
phenotypic features of the neoplastic B-lymphocytes such as
expression of CD10, BCL-2 and BCL-6 (7), while molecular
techniques which detect the t (14;18) translocation involving
the IgH/bcl-2 genes are not required for the diagnosis and are
used only in equivocal cases. Detectable monoclonal immu-
noglobulin expression by the neoplastic cells is not a regular
feature of follicular lymphoma (in contrast with marginal zone
lymphoma), although is sometimes described in rare cases,
posing for differential diagnosis with marginal zone derivation
lymphomas.

Figure 7. Low proliferative index compatible with low-grade lymphoma
(Ki-67; x4).

Clinical manifestations of primary cervical lymphomas
are abnormal vaginal bleeding, abdominal/pelvic discomfort,
dyspareunia, vaginal discharge and less often, back pain (3).
The definitive diagnosis of cervical non-Hodgkin lymphoma
is not possible using Pap smear testing alone, as the tumor
originates in the stroma, often leaving the overlying squamous
epithelium unaffected (8). Nonetheless, the disease can coexist
with cytological abnormalities. Cervical biopsy and immu-
nophenotyping is necessary to distinguish primary NHLs of
the uterine cervix from other malignant and inflammatory
diseases.

For the staging of cervical lymphomas, both the Ann Arbor
system and the International Federation of Gynecology and
Obstetrics (FIGO) system have been used, with few studies
claiming superior sensitivity of the Ann Arbor system (9). For
the assessment of patient prognosis, the Follicular Lymphoma
International Prognostic Index (FLIPI) can be utilized. Taking
into account five ‘poor’ prognostic factors, namely: age
>60 years, hemoglobin <12 g/dl, serum lactate dehydroge-
nase (LDH) higher than normal, Ann Arbor stage III/IV and
number of involved nodal areas >4, the risk of death can be
estimated. Having 0-1 risk factors places a patient at ‘low’ risk,
2-3 risk factors at ‘intermediate’ risk and 4-5 at ‘high’ risk (10).
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Our patient, having had no risk factors, was considered to be
of low risk.

There is no established protocol for the treatment of
primary cervical non-Hodgkin lymphomas. Treatment options
include chemotherapy, radiotherapy and surgery, either alone
or in combination, while for recurrent disease, immunotherapy
and stem cell transplantation can also be employed (11). For
early-stage follicular lymphoma patients, watchful waiting
can be an acceptable approach without deleterious effects on
the patients' overall survival (12). Regardless, most patients
receive CHOP chemotherapy (cyclophosphamide, doxorubicin,
vincristine, and prednisone) with or without rituximab (13).
Rituximab, an anti-CD20 monoclonal antibody, can be used
in the CD20(+) primary lymphomas of the cervix, either
combined with chemotherapy or as monotherapy, with
significant response rates and a relatively favorable side effect
profile (14). Since the introduction of rituximab, the overall
survival of patients with follicular lymphoma has improved
drastically (15). For localized pelvic disease, radiotherapy
alone can be employed due to high response rates and low
morbidity (13). In some cases of cervical lymphomas, surgery
can be an acceptable and effective approach (3,7).

In conclusion, primary cervical follicular lymphoma
is a rare malignancy, without an established therapeutic
protocol. Surgery, chemotherapy and radiotherapy, either
alone or in combination, have been proposed as possible
therapeutical options. In the case of our patient, the disease
was limited to the uterine cervix without regional expansion
or metastasis. The patient was managed primarily by surgery
and 2 years later remains without evidence of disease recur-
rence. Although quite rare, clinicians and pathologists should
consider lymphomas of the female genital tract as a possible
diagnosis, when dealing with pathologies of the female genital
tract. By avoiding misdiagnosis, they can provide the patient
with the best possible therapeutic interventions.
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