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Isolated renal relapse of a case with non-Hodgkin’s lymphoma
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Abstract A 29-year-old woman with left pleural effusion
and a mass in anterior mediastinum was admitted. Trans-
thoracic needle aspiration from the mass revealed findings
consistent with nodular sclerosis variety of Hodgkin’s dis-
ease. The patient was in remission after six cycles of ABVD
followed by mediastinal radiotherapy. Ten months later CT
scan showed three hypodense masses in the right kidney.
Ultrasound guided renal biopsy revealed diffuse large B cell
lymphoma. Retrospective re-evaluation of the archival
specimens of the mediastinal mass was also consistent with
diffuse large B cell lymphoma. After induction chemo-
therapy (four cycles of DHAP) she underwent high dose
chemotherapy (BEAM) and autologous peripheral blood
stem cell transplantation. She is still in remission for 7 years
after transplantation. In conclusion, renal involvement
during advanced lymphoma is quite common but isolated
renal relapse in NHL is a rare situation. Although renal
infiltration generally shows a poor prognosis, long-term
survival may be achieved with high dose chemotherapy and
autologous peripheral blood stem cell transplantation.
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Introduction

Non-Hodgkin’s lymphoma (NHL) usually originates in
lymphoid tissue, but extranodal involvement such as
stomach, intestines, lung, breast, and kidney has been also
described. Primary renal lymphoma (PRL) as the only site
is a rare entity [1]. Usually, renal infiltration is reported
during the course of advanced disease. Kidneys are mostly
infiltrated by diffuse large B cell lymphoma. Renal
involvement commonly presents by acute renal failure,
hematuria, weight loss, and renal mass with flank pain. Its
clinical and imaging characteristics resemble renal carci-
noma and usually clinically silent. Definitive diagnosis
should be made with renal biopsy [2, 3]. NHL cases with
renal involvement have poor prognosis [4, 5]. But cases
with long survival have been reported [5, 6]. We report
here an NHL case with high serum CA-125 level at diag-
nosis and isolated renal masses at relapse.

Case

In March 2001, a 29-year-old woman was presented with
dyspnoea and cough. Physical examination showed no
organomegaly and no lymphadenopathy. Lung sounds
were diminished at left middle and lower zones. Laboratory
tests were as follows: hemoglobin 12.8 g/dl, hematocrit
40.5%, white blood cell 6.8 x 109/1, platelets 248 x 1()9/1,
AST 24 U/1, ALT 32 U/, ALP 132 U/1, LDH 632 U/1, CA-
125 1,100 U/ml. The peripheral blood smear revealed no
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evidence of unusual lymphoid cell. Thoracal computerized
tomography (CT) scan showed left pleural effusion and a
mass in anterior mediastinum that measured
4 x 8 x 12 cm in diameters and composed of necrotic and
hyperdense contrasting areas (Fig. 1). Abdominal CT scan
revealed no pathology regarding liver, spleen, and kidneys.
There was no retroperitoneal lymph node. Transthoracic
needle aspiration of the mass in anterior mediastinum was
performed. Pathological examination revealed atypical
tumoral lymphoid infiltration with evident sclerosis. The
some lymphoid cells had large and eosinophilic nucleoli
(Fig. 2). The immunohistochemical profile showed diffuse
CD 20 positivity, a few CD 30 positivity in lymphoid cells.
CD 15 was negative. These findings were considered
nodular sclerosis variety of Hodgkin’s disease. But medi-
astinal sclerosing B cell lymphoma was not fully excluded
because of the small sample size. On bone marrow aspi-
ration and biopsy no lymphoma infiltration was found. The
patient received six cycles of ABVD (Doxorubicine 25 mg/
m?, Bleomycine 10 mg/m?, Vinblastine 6 mg/m?, Dacar-
bazine 375 mg/m” day 1 and 15) and mediastinal radio-
therapy. After completing the chemotherapy, thoracal CT
scan showed no mediastinal mass or lymph node, and no
pleural effusion. No abnormalities were found as far as
lymph nodes, liver, spleen, and kidneys were concerned.
After 10 months, at her follow-up visit she had no
complaints, physical examination revealed no pathology.
CT scan showed three hypodense masses in the right kid-
ney: One in middle anterior pole measuring 2 x 16 mm, in
the middle lateral pole measuring 35 x 28 mm, and
20 x 22 mm (Fig. 3). No lymph nodes were detected in
the mediastinum and in the abdomen. Whole blood analysis

Fig. 1 Thorax CT scan showing a 4 x 8 x 12 cm sized heteroge-
neous mass in anterior mediastinum and left pleural effusion

Fig. 2 Biopsy of the mediastinal mass showing tumoral large
lymphoid infiltration with evident sclerosis

and routine blood chemistry were normal. There were no
hematuria and proteinuria in urine analysis. Ultrasound
(USG) guided renal biopsy showed a diffuse infiltration by
large tumoral lymphoid cells. The immunohistochemical
profile revealed diffuse CD 20 positivity in lymphoid cells.
The CD 30 and CD 15 were negative. The diagnosis was
diffuse large B cell lymphoma (Fig. 4). Retrospective
reevaluation of the archival specimens of the mediastinal
mass was also consistent with renal biopsy. Renal masses
were assumed to be extranodal relapse of NHL. After four
cycles of DHAP (Dexamethasone 40 mg/day on days 1-4,
Cytarabine 2,000 mg/m? every 12 h on day 2, Cisplatine
100 mg/m* on day 1) induction chemotherapy she under-
went high dose chemotherapy BEAM (BCNU 300 mg/m>
on day 1, Etoposide 200 gm/m?/day on days 2—5, ARA-C
100 mg/m?*/12 h days 2-5. Melphalan 140 mg/m? on day
6) and autologous peripheral blood stem cell transplanta-
tion. After high dose chemotherapy there was no lesion in
right kidney of abdomen CT. For 7 years, she is still in
remission (Fig. 5).

Discussion

Renal involvement in NHL may be either renal infiltration
during the course of advanced disease or primary renal
lymphoma. The other form of renal involvement may be
seen at relapse of NHL. In the literature reviewed we have
found only one case report that a 67-year-old woman with
renal mass relapsed 7 years after treatment of NHL [7]. We
consider that our patient will be second reported renal
relapse of NHL. The frequency of PRL is reported less than
1% of all extranodal lymphomas and association with other
extranodal involvement is common [8, 9]. Renal involve-
ment may be diagnosed during routine staging evaluation
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Fig. 3 A CT scans of abdomen showing hypodense masses in the
middle anterior and middle lateral pole of right kidney
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Fig. 4 Biopsy of the renal mass demonstrating the lymphoid
infiltration with CD 20 expression

in 3-8% of cases with NHL whereas postmortem exami-
nation may reveal renal infiltration in 30-60% of cases [4,
10]. The low incidence of renal involvement in lymphoma
may be due to insufficient staging evaluation. At the hand
of the recent developments in imaging technology, the
incidence of extranodal lymphoma has increased. USG and
CT may reveal renal sizes, solitary and multiple renal
masses, and hydronephrosis in a safe and non-invasive
way. Diagnosing the extent of disease is important not only
for staging and planning therapy, but also for managing
problems related to the involved organs and for determin-
ing the prognosis of the lymphoma. Tumor metabolites are
excreted mainly through kidneys. Therefore, renal dys-
function may complicate treatment. Chemotherapeutic
agents with minimal renal toxicity must be preferred in
these patients.
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Fig. 5 After 7 years, there was no lesion in right kidney of abdomen
CT

The pathogenesis of PRL is not clearly understood. One
explanation is that an infection in the kidney recruits
lymphoid cells into the renal parenchyma. Another view is
that lymphomas arise in the renal capsule that is rich in
lymphatics [11]. Another explanation is that possible origin
of lymphomas in kidney is a lymphomatous process in the
perirenal adipose tissue [12]. Kidneys are unilaterally or
bilaterally enlarged in the diffuse type of lymphoma
involvement, whereas the nodular type presents as a single
lesion or as multiple and mostly cortical lesions (Table 1).
In the literature, most adult cases had unilateral renal
involvement, while there is more bilateral kidney disease in
children [5, 13]. The nodular pattern of renal infiltration is
more common than the diffuse one [14].

Acute renal failure due to renal involvement in NHL is
rare. In a series of 48 patients with renal involvement, acute
renal failure as the presenting feature was observed in only
three patients [15]. Impaired renal function has been
reported to be a poor prognostic factor for NHL in child-
hood. A strong negative correlation was found between the
degree of renal insufficiency and survival [16]. However,
renal involvement presented by acute renal failure had been
successfully treated with chemotherapy. Because of patient
with renal involvement have mostly in high risk group
according to the international prognostic index these
patients may be relapsed or progressed after treatment [17].
Early detection and systemic treatment may improve
prognosis. Well prognosis may be attributable to more
modern therapy for NHL rather than the type of disease
involvement. Because of the low incidence of isolated
renal involvement, no randomized study could be designed
to compare the efficacy of various therapeutic modalities.
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Table 1 Clinical characteristics in cases of renal involvement with non-Hodgkin’s lymphoma

Authors Age Sex Side Pattern Histopathology
Barreto [7] 67 Female Right Nodular Follicular lymphoma
Puerto [17] 58 Male Bilateral Diffuse Large B cell NHL

46 Male Bilateral Diffuse Immunoblastic large B cell NHL
Harzallah [23] 50 Female Bilateral Diffuse B cell lenfoblastic lymphoma
Olusanya [24] 79 Male Left Nodular Marginal zone B cell lymphoma
Rajappa [25] 58 Male Right Nodular Diffuse large B cell lymphoma

Secondary malignant neoplasms are increasingly being
diagnosed in patients with lymphoma such as renal cell
carcinoma, non-lymphocytic leukemia, melanoma, bladder
carcinoma, and lung carcinoma [18]. At a retrospective
analysis of 14,567 cases with NHL, coincidence of renal
tumors was 0.43% [19]. Therefore renal masses arising
during the course of NHL necessitates renal biopsy to
exclude other malignancies. Although the standard man-
agement of a renal mass is nephrectomy, NHL should be
considered in the differential diagnosis.

Our case presented with a high serum CA-125 level of
1,100 U/ml. Initially, elevated serum concentrations of
CA-125 were thought to be specific for ovarian carcinoma
while it is now considered that high serum CA-125 levels
are found to be associated with benign and malignant
disease. CA-125 is produced by cells derived from coelo-
mic epithelium (i.e., pleura, peritoneum, and pericardium)
but it is clear that CA-125 is not produced by lymphoma
cells. However, approximately 40% of patients with NHL
had found elevated serum CA-125 levels at diagnosis [20].
In most series CA-125 levels correlate with some features
of NHL, such as stage of disease, bulky tumor, effusions,
and response to therapy [20, 21]. The other malignant and
nonmalignant serosal fluids such as peritoneal, pleural, and
pericardial effusions have been found to be associated with
high serum levels of CA-125 [22]. In our case, after six
cycles of chemotherapy pleural effusion regressed and
serum CA-125 level returned to normal.

In conclusion, renal involvement during advanced
lymphoma is quite common but isolated renal relapse in
NHL is a rare situation. Renal masses arising in known
lymphoma patients should be evaluated histopathologically
to exclude other renal tumors. Renal involvement of NHL
has a poor prognosis. However, long-term survival may be
achieved with high dose chemotherapy and autologous
peripheral blood stem cell transplantation.
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