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Abstract
Background: Primary uterine lymphoma is a rare disease, with diffuse large B cell lymphoma being the
most common subtype. There are a limited number of reports, series, and reviews in the literature on this
disease and its variable clinical presentations. Further data is needed to prevent delay in diagnosis and
treatment.

Case: We present the case of a 73-year-old with acute kidney injury secondary to severe bilateral
hydronephrosis in setting of an enlarged uterus, con�rmed to be primary uterine diffuse large B cell
lymphoma.

Conclusion: Acute kidney injury secondary to severe bilateral hydronephrosis is an uncommon clinical
presentation of primary uterine lymphoma. This case highlights the importance of heightened awareness
of such rare presentations so not to delay diagnosis and treatment of this disease, and emphasizes
bene�t of surgical resection in the diagnosis and treatment of this disease.

Introduction
Primary female genital tract lymphoma accounts for 0.2–1.1% of all extranodal lymphoma cases [1] and
less than 1% of all extranodal non-Hodgkin’s lymphoma [2, 3]. Diffuse large B cell lymphoma (DLBCL) is
the most common subtype in the female genital tract, and is often found in the ovary, followed by the
cervix and then the uterus [1, 4, 5]. Uterine con�ned DLBCL is the rarest extranodal site of this disease,
with approximately 143 reported cases in the English literature [4]. The clinical presentation of primary
female genital tract lymphoma is variable and often patients complain of back pain or abnormal vaginal
bleeding [6, 7]. Uncommon but not a unique manifestation of this disease is severe hydronephrosis. We
present a case of a post-menopausal woman whose most signi�cant presenting symptom was acute
kidney injury secondary to bilateral severe hydronephrosis in the setting of an enlarged uterus.

Case:
A 73 year-old gravid 0, para 0 woman with regular gynecologic care and no reported gynecologic history
of uterine �broids, ovarian cysts, or post-menopausal bleeding, presented to her primary care physician
for evaluation of progressively worsening back pain and generalized malaise. Baseline laboratories
revealed severe acute kidney injury (AKI) and the patient was sent to her local emergency department for
further evaluation. Abdominal and pelvic imaging with Computerized tomography (CT) showed an
enlarged uterus, severe bilateral hydronephrosis and hydroureter, and free �uid in the pelvis. Pelvic
ultrasound showed an enlarged uterus with thickened uterine wall that was hypoechoic and with
lobulated irregular contours, and enlarged adnexa bilaterally.

Initial management included placement of percutaneous nephrostomy tubes to alleviate the obstructive
AKI, pelvic examination that revealed normal cervix and enlarged uterus and adnexa, followed by
endometrial biopsy that was inconclusive and non-diagnostic. She underwent an exploratory laparotomy
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with supracervical abdominal hysterectomy, bilateral salpingoophorectomy, omental biopsy, and
cystoscopy. Intra-operative examination revealed an enlarged and homogenously bulky uterus with tumor
involving bilateral adnexa, encasing the pelvic ureters bilaterally, and with disease extension to sidewalls
bilaterally. Due to extent of disease, the lower uterine segment and cervix were unable to be resected.
Cystoscopy was performed with no extension of disease identi�ed.

Histopathologic examination of the uterus, bilateral fallopian tubes, ovaries, and omental biopsy initially
on frozen section showed an undifferentiated high-grade lesion. Final pathology of these specimens
revealed primary uterine diffuse large B-cell lymphoma, con�rmed by in�ltration of endometrium with
large atypical lymphocytes with immunohistochemistry pro�le consistent with DLBCL (Fig. 1). Flow
cytometry analysis of CD45 positive lymphoid gate was consistent with mature B cell non-Hodgkin
lymphoma (Fig. 2). Additional post-operative work up with �uorodeoxyglucose positron emission
tomography (FDG-PET)/CT scan showed residual pelvic disease without evidence of distant disease, and
bone marrow biopsy and peripheral �ow cytometry showed no evidence of lymphoma.

The patient was referred to medical oncology and received 6 cycles of Lenalidomide plus R-CHOP
(rituximab, cyclophosphamide, doxorubicin, vincristine) as treatment of her Stage IV, International
Prognostic Index [IPI] 4(high), NCCN IPI high to intermediate activated B-cell, large cell, non-Hodgkin’s
lymphoma. On post-treatment FDG-PET/CT scan, she had complete metabolic response to therapy and
complete resolution of hydronephrosis. Her percutaneous nephrostomy tubes were subsequently
removed, and she remains without evidence of disease with a disease free interval of 16 months.

Discussion:
Primary uterine DLBCL is a rare disease, and is the least common of all female genital tract DLBCL [1, 4,
5]. When DLBCL is found in the uterus, some reports have described it to be con�ned to the interior of a
uterine leiomyoma, making diagnosis challenging due to limitation in tissue sampling [8, 9]. While
endometrial biopsy can be used for diagnosis of primary uterine lymphoma, with limitations as seen in
our case, image-guided biopsy is not recommended due to the risk of incorrectly staging a more common
ovarian malignancy [1]. Staging of primary uterine DLBCL is often performed by �uorodeoxyglucose
positron emission tomography (FDG-PET)/CT due to uterine lymphomas showing increased FDG above
physiologic endometrial uptake [2, 3].

As highlighted in our case, surgical intervention was required for diagnosis of disease given the
insu�cient and non-diagnostic endometrial biopsy. However, there is no standardization regarding
surgical versus nonsurgical management. There is standardization on treatment regimen, and R-CHOP
chemotherapy is considered to be the most accepted and effective regimen [7]. Many of the documented
reports of primary uterine and female genital tract DLBCL, including our own, show typical CD20 + 
markers [10]. This allows for successful R-CHOP treatment with a �ve year OS and CSS of 70.2% and
75.2%, and multiple reports of remission [1, 11]. More recently, a randomized phase 2 trial by Nowakowski
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et al concluded that the addition of Lenalidomide to R-CHOP (R2CHOP) improved progression free
survival in newly diagnosed DLBCL [12].

While primary uterine lymphoma usually presents clinically with nonspeci�c symptoms, post-menopausal
uterine bleeding is commonly reported [1, 4, 11]. Other common symptoms include back pain and clinical
exam �nding of pelvic or abdominal mass [3, 5]. Although uncommon, hydronephrosis is a documented
symptom and presentation of DLBCL of the uterus, cervix, and ovaries. Since hydronephrosis is more
often encountered in primary bladder or ureteral malignancy and in squamous cell carcinomas of the
gynecologic tract, misdiagnosis or delayed diagnosis of primary DLBCL of the uterus can occur [6, 13],
making heightened clinical suspicion a priority. The reported cases of hydronephrosis in the literature
describe utilization of percutaneous nephrostomy tubes in place of ureteric stents due to tumor extension
to the pelvic sidewalls, as was evident in our case [14]. Additionally, other reports describe similar
anatomic and pathologic �ndings as our patient, in which the DLBCL originating in the uterus or uterine
cervix had such extensive local invasion that the anatomic boundaries between the uterus, adnexa,
bladder, rectum, and inferior vaginal wall were compromised, leading to incompletely resected disease [3,
15]. Our case, and others, highlight the bene�t of surgical resection for diagnosis of disease with
demonstration of successful response to medical therapy and clinical remission even with residual
disease at time of surgical resection.

Conclusion
Primary uterine DLBCL is the rarest of all primary genital tract lymphomas, with variable clinical
presentation of disease. Diagnosis of this disease also proves challenging due to the limitations of tissue
sampling via endometrial biopsy and percutaneous image-guided biopsy. Our case emphasizes the
uncommon presentation of AKI secondary to severe hydronephrosis and the importance of heightened
clinical suspicion for this disease, especially in a patient with no reported abnormal gynecologic history,
presenting with symptoms and clinical exam �ndings not typical of more common uterine cancers. Our
case also highlights the bene�t of surgical intervention for diagnosis of disease, and the successful
treatment with R2CHOP leading to clinical remission even with residual and unresected disease.
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Figure 1

Histological and immunohistochemical analysis of uterine endometrium shows: A) The endometrium is
diffusely in�ltrated by large atypical lymphocytes. The lymphocytes have high nuclear to cytoplasmic
ratio, clumped to vesicular chromatin and prominent nucleoli (H&E); B) The malignant lymphocytes are
diffusely strong stained by CD20; C) The malignant lymphocytes are diffusely stained by CD79a; D) The
nuclei of the malignant lymphocytes are positive for MUM-1; E) The malignant lymphocytes are also
positive for Bcl-2; F) The malignant lymphocytes are weakly and partially stained by Bcl-6; G) The
malignant lymphocytes are negative for CD10; H) The malignant lymphocytes are negative for CD5; the
scattered T cells are highlighted by CD5; I) Ki-67 shows a proliferative index of 70-80% of the large
malignant lymphocytes.(A-I: original magni�cation × 400)
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Figure 2

Flow cytometry analysis of CD45 positive lymphoid gate reveals an abnormal population of B-
Lymphocytes. A) The cells are positive for CD19 and CD10 (dim) (left upper quadrant; B) The cells are
positive for CD20 and CD 22 (right upper quadrant); C) The cells are negative for Tdt and CD5 (left upper
quadrant); D) The cells are negative for CD23 (right lower quadrant); E) The cells are surface lambda light
chain restricted and not expressing kappa light chain on the cell surface (left upper quadrant).


