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Abstract

Pleural effusion is a rare initial presentation of lymphoma. There is a subset of lymphoma based in serosal surfaces that is
almost universally associated with advanced HIV infection. We describe a case of primary pleural SCLL that proved refractory to
pleuridesis. With initiation of chemotherapy, his effusions have decreased in size and his dyspnea has abated. There are
subsets of B-cell lymphoma known as primary pleural lymphomas (PPL) that manifest as an isolated pleural effusion(s). There
are distinct subtypes with different phenotypes and clinical courses. Prognosis in HIV associated PEL is grim. The patients with
non-HIV associated PPL achieve remission of their disease with chemotherapy. Because patients with breast cancer and
lymphoma can have prolonged survival, the role of the indwelling catheter (Pleurx) is not well established in patients with these
malignancies. Other cases of PEL reported in the literature have shown good survival and response rates to systemic

chemotherapy.

INTRODUCTION

Pleural effusions from chronic lymphocytic leukemia/small
cell lymphocytic lymphoma (CLL/SCLL) occur from
mediastinal obstruction, chylothorax, or from lymphomatous
cells in the pleural space. Effusions secondary to lymphoma
are usually lymphocytic exudates in nature and can be
unilateral or bilateral; however, there is almost always
accompanying adenopathy. Rarely, lymphoma occurs in the
pleural space as a presenting manifestation. There is a subset
of lymphoma based in serosal surfaces originally described
by Knowles in 1989 that is almost universally associated
with advanced HIV infection[,]. We describe a case of SCLL
that presented as bilateral pleural effusions and proved
refractory to pleuridesis.

CASE REPORT

The patient is a 63 year-old with type II diabetes with a two
week history of dyspnea on exertion. His past surgical
history was significant for coronary artery bypass surgery
two years previously without any chest pain or congestive
heart failure since his surgery. Physical examination
revealed decreased bilateral breath sounds that corresponded
to large bilateral effusions on chest radiograph (figure 1.)
Serum white blood cell count was 8400 cells/mL; 69% were
neutrophils, 15% lymphocytes, 12% macrophages, and 2.7%
eosinophils. Hemoglobin was 14 mg/dL, platelets were

269000/mL. Antinuclear antibody, anti-neutrophil
cytoplasmic antibody, purified protein derivative (PPD), and
rheumatoid factor were negative. Echocardiogram revealed
normal systolic and diastolic function. Chest computed
tomography (CT) scan showed bilateral pleural thickening
without mediastinal adenopathy. Thoracentesis was
performed on both effusions (table 1.). Flow cytometry
revealed 86% lymphocytes with a 10% clonal population of
B cells that expressed CD 5, CD19, CD 20, CD 22, CD 23,
CD 45 ,HLA-DR, and dim FMC-7. These cells did not
express CD 10, CD 34, or CD 38. There was light intensity
kappa light chain rearrangement. This population of cells
was consistent with a low- grade chronic lymphocytic
leukemia/ small-cell lymphocytic lymphoma (CLL/SLL).
Bone marrow biopsy revealed normal cell line maturation.
There were 15% lymphocytes. 7% were B-lymphocytes and
6% were T-lymphocytes. There was also an abnormal B-cell
clonal population with identical markers to the abnormal
pleural fluid cells. HIV was negative.

After drainage of his pleural spaces, patient felt
improvement in his dyspnea; however, both sides re-
accumulated. Because his symptoms were limited to his
pleural effusions, pleuridesis was attempted. Talc slurry was
inserted through a large bore chest tube into the right pleural
space and the chest tube was pulled three days later.
However, pleuridesis failed and his pleural effusions re-
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accumulated. Therefore, a permanent, tunneled, indwelling
catheter (Pleurex) was placed in the left pleural space and
provided symptomatic relief. The patient had an initial
drainage of 100 mL on day one that rapidly decreased to 50
ml./day by day 12 (Figure 1) However, he continued to have
persistent daily drainage and dyspnea on exertion. Further, a
CT scan was done one month after catheter placement that
showed persistence of his effusions. Because of persistent
drainage, the patient was started on 25 mg/m?2 of fludarabine
for five days each month. With initiation of chemotherapy,
his effusions have decreased in size and his dyspnea has
abated.

However, these are usually associated with bulky
mediastinal adenopathy. In these cases, pleural effusion is
due to one of three mechanisms. It can be due to direct
pleural involvement, diffuse blockage of pulmonary
parenchymal or pleural lymphatics, or compression of the
thoracic duct. Compression of the thoracic duct presents as
chylothorax. There have been case reports of SLL with
pleural effusions in the absence of any identifiable
adenopathy [;]

There are subsets of B-cell lymphoma that present with
isolated pleural effusion(s). They are known as primary
pleural lymphomas (PPL). The four specific types of PPL

Figure 1 are shown in table 2. The subtypes known as body cavity
Table 1: Thoracentesis data based lymphoma or primary effusion lymphoma (PEL)
[ef eFumon Right effusion manifest as pleural or pericardial effusions or ascites and are
REC count 213000/mL 300000/ mL most often seen in advanced AIDS patients. PEL is
WEC count 900/ mL 400/mL . . . .
Neutrophils | 10 5 associated with Human Herpes virus 8, the cause of Kaposi’s
pHLVmPh“Y“""“ ,333 ?};"3 Sarcomal[,][s]. PEL has been shown to involve mutations of
Protein 4.2g/dL 3.3g/dL the variable heavy chain regions of immune globulins. It has
LDH 341 IU/mlL 289 IUmL Iso b h h iable CD . d
T 36 1U/mL also been shown to have variable expression an
Cultures negatwe negative maturation, although CD 19 and CD 20 are usually
AMNA RF negabve .
Cytology small lymphocytes small lymphocytes negative[]. Further, all but of the known reported PEL cases
Flow cytometry abnormal population B cells same as left
expressing CD 5,19,20,22, were B-cell lymphomas.
23,45,HLA-DR, dim FMC.7
with clonal kappa light Primary pleural lymphoma has two distinct subtypes in non-
cham rearrangement m 10% . N
of Iephocytes HIV infected patients (table 2).
. Figure 3
Figure 2 Table 2: Classifications of Primary Pleural Lymphoma
Figure 1: Daily volume drained
HIV positive HIV negative
. . PEL afw HHV-§ (B-cell Secondary to long-standing
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*Data not available from days 12-44 or 61-88

DISCUSSION

Pleural involvement is rare in CLL[,]. CLL's counterpart,
small cell lymphocytic lymphoma (SLL) commonly presents
either symptomatic or asymptomatic pleural effusions.

PEL with HHV-§ (T-cell
phenotype- only 2 cases)

Mon- HIV PEL
-HHV-3 related
-non-HHV -8 related

The first subtype occurs in patients with longstanding
pleural inflammation (mainly patients with chronic pleural
tuberculosis.) In these patients, there has been an association
with EBV [,]. The other subgroup of non-HIV patients with
PPL is comprised of limited numbers of case reports in the
literature. These patients are usually elderly and HHV-8 has
been implicated [,]. Our patient was CD19 and CD20
positive like other cases of non-HIV, HHV-8 associated
PEL. In contrast, the patients with HIV associated PEL are
usually CD 19 and 20 negative. Patients with non-HIV
associated PEL both in the pathogenesis as well as the
outcomes. Prognosis in HIV associated PEL is grim. The
patients with non-HIV associated PEL achieved remission of
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their disease with chemotherapy [,].

We believe our patient has non-HIV related PEL because the
effusions were the presenting symptom and the clonal
population in the marrow was small. Although the initiation
site of the malignancy may have been from the marrow, the
lack of adenopathy, presence of pleural thickening, and lack
of other organ manifestations make a pleural origin likely.

Our patient received right-sided pleurodesis, left sided
permanent, tunneled, indwelling catheter (Pleurx®) and
systemic chemotherapy as treatment. His pleurodesis
occurred before his diagnosis was secure and failed. In
Hodgkin's and non-Hodgkin's lymphoma complete and
partial response to pleurodesis has been reported at 30 and
50% respectively [,]. Limited information is available about
pleurodesis success in PEL although failure may be common
since these effusions commonly have large amounts of
drainage making pleural apposition difficult.

Given that pleural effusion in malignancy generally portends
a mean survival of less than six months, care is often
palliative. In CLL/SLL, survival is often prolonged, making
control of pleural fluid more important. The Pleurx tunneled,
indwelling pleural catheter has proven invaluable in
alleviating dyspnea, decreasing length of hospitalization, and
empowering patients with malignant effusions. Further, 50%
malignancy patients with these catheters achieve
spontaneous pleurodesis,[,,] although few patients with
pleural lymphoma were included in licensing studies.

The main complications from indwelling tunneled pleural
catheter are cellulitis, obstruction, and tumor seeding all
related to dwell time of the catheter. Therefore, if they do
not achieve spontaneous pleuridesis, they are at increased
risk for complications from the catheter. Thus, the role of the
indwelling catheter is not well established in patients with
breast cancer and lymphoma. Though our patient had relief
in dyspnea with his Pleurx catheter, he did not have
complete resolution of his symptoms until systemic
chemotherapy was begun (see graph 1.) Other cases of PEL
reported in the literature have shown good survival and
response rates to systemic chemotherapy[,,].

CONCLUSIONS

Primary pleural lymphoma should be considered in the

differential diagnosis of all patients with lymphocytic pleural
effusions without adenopathy. Further, in non-HIV primary
pleural lymphoma, remission rates are excellent. Therefore,
treatment should not be viewed as palliative as in other
malignant effusions. The primary treatment modality of
primary pleural lymphoma in both HIV and non-HIV
patients is systemic chemotherapy. Pleuridesis should be
reserved for patients with persistent effusion despite use of
chemotherapy and the pleurx catheter as it has a high failure
rate.
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