The Atypical Onset with Pleural Effusion of an Indolent Lymphoma
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The goal of pleural fluid assessment is to establish with certainty its etiology and major challenge is the
etiologic diagnosis precocity. Pleural effusion as the first and the only event in the onset of non-Hodgkin
lymphoma is atypically in the absence of other signs and symptoms. Follicular lymphoma (FL) also called
indolent lymphoma the most frequent is a low-grade non-Hodgkin’s lymphoma (NHL). In patients with
indolent lymphoma affecting the pleura and pericardium is atypical and appears only in aggressive forms,
so the onset with pleural effusion is unusual. Serous effusions may occur from onset or during evolution of
various subtypes of T cell originated lymphomas or high-grade B cell lymphomas. Primary pleural lymphomas
(PPL) have been described at patients with human immunodeficiency virus infection, tuberculosis
complicated with chronic pyothorax or after exposure to asbestos. Compared to other similar cases previously
reported in the medical literature, the novelty of this case is the atypical onset of low grade of indolent B-
cells non-Hodgkin with primary pleural effusion in the absence of personal history as well as of another
clinical, laboratory and pleural changes.

Keywords: primary pleural effusion, thoracoscopy, non-Hodgkin lymphoma, immunohistochemistry,

metabolic remission

The detection of a pleural effusion by clinical or
radiological examination reveals a deviation from the
normal physiological state that creates an imbalance
between the formation and removal of pleural fluid [1-3].
Besides establishing with certainty, the etiology of the
pleural effusion, in the current era of medicine, another
major challenge is the etiologic diagnosis precocity,
because it is demonstrated that an early diagnosis ensures
increased treatment efficiency and even healing of
diseases considered incurable in the past.

We report a case of pleural effusion (PE) which, has
proved to be an expression of the onset of indolent non-
Hodgkin’s lymphoma (NHL) to a patient without significant
personal history, where early diagnosis and specific
treatment resulted in complete metabolic remission proven
by positron emission computed tomography (PET).

Experimental part

We present the case of a 53-year-old Romanian man
worker on a civil construction site, smoker, without a
significant pathological history, which at anamnesis reports
the appearance in April 2018, in full health, of symptoms
characterized by altered general condition, unexplained
fatigability, fever, dry cough, chest pain, and dyspnoea.

Computer tomography showed absence of lymph nodes
in mediastinal floors and axillary; important pleural
collection in a large amount that seems to collapse the
lower and middle lobe towards the hill with appearance of
consolidation area and a positive air bronchogram that
raises suspicion of pneumopathy or pneumonic infiltration;
the absence of abdominal lymph nodes in the elective sites;
intercavoaortically nodular appearance, 3 cm in size, raising
suspicion of adenopathy or lymphoma tissue; absence of
organomegaly (Figure 1).

Following this diagnosis, in May 2018, the patient is

hospitalized in the Thoracic Surgery Clinic with the
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Fig. 1. CT image performed prior to thoracoscopy highlighting:
assive right pleural effusion with displacement of the
mediastinum, the collapse of the lung in the hillum and,
mediastinal lymph nodes absence

symptoms described above slightly relieved but persistent
and with signs of important pleural effusion at level of right
hemithorax. During hospitalization, for the etiologic
diagnosis of pleural effusion thoracentesis was practiced
and a serum-citrin fluid was extracted which did not show
up at the laboratory test significant changes.

By thoracoscopy, pleural fragments were harvested, and
the histopathological examination revealed malignant
lymphoid tumour proliferation, vaguely nodular and diffuse,
consisting predominantly of small cells with cleaved
nucleus; isolated large non-cleaved centroblastic cells
(<15/HPF).

The immunohistochemically examination revealed that
tumour proliferation is with B cell, positive diffuse for CD20,
with centro-follicular origin, BCL6 positive, poorly positive
focal CD10 with a reduced Ki67 proliferation index (-15%);
the staining for CD21 revealed follicular dendritic network
scrap in nodular areas and tumour proliferation was
negative for CD3. The histopathological and
immunohistochemically aspect pleaded for appearance
of 1-2 grade non-Hodgkin’s malignant lymphoma with
follicular B cell. Subsequent, the patient is referred to the
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Haematology Clinic for specialized treatment.

At the time of admission, the patient accused only a
slight fatigue and the objective examination was found to
be relatively good overall condition; without fever or
palpable superficial lymph nodes; slight decreased
expansion of ipsilateral chest wall, bronchovesicular breath
sound absent, dullness and absent fremitus in the lower
half of the right chest; liver and spleen with normal size.
The blood showed increase of ESR, LDH and alkaline
phosphatase and decrease of serum iron. The treatment
was performed with the R-CHOP regimen.

Subsequently, positron emission computed tomography
was performed using as metabolic tracer fluoro-deoxy-
glucose (FDG) and revealed the absence of cervical and
supraclavicular lymph nodes, absence of morphological
changes at the cranio-cervical level; absence of axillary,
mediastinal-hilar lymph nodes or pulmonary nodules;
absence of pleural and pericardial fluid; absence of lombo-
aortic, iliac or inguinal lymph nodes; absence of changes
in the abdominal-pelvic organs, absence of intraabdominal
fluid and without suspicious bone lesions. The score
Deauville is 1in 5 five-point scale, that pleaded for complete
metabolic remission (Figure 2).

Fig. 2. Image
obtained by PET
after treatment
showing the
absence of pleural
effusion and
mediastinal
adenopathies.

Results and discussion

Primary pleural NHL is an extremely rare condition and
has a very low frequency, representing approximately 2.4%
of the total thoracic wall tumours. On the other hand, non-
Hodgkin’s systemic lymphoma develops pleural effusion
in about 16% of cases [4-6].

In addition, pleural effusion as the first and the only event
in the onset of non-Hodgkin lymphoma s atypically if there
are no other clinical signs like lymph nodes or
organomegaly [7].

Inthe study conducted in 1998 by Elis et al on 19 patients
with non-Hodgkin’s malignant lymphoma and PE showed
that in NHL, the main mechanism of the PE, is direct
infiltration of the pleura [8]. The presence of pleural tumour
is rare and usually appears later, this statement being
supported by study of Burgener and Hamlin in which the
pleural plagues was reported in 4% of patients [9].

Primary pleural lymphomas (PPL) have been described
in the literature at cases with human immunodeficiency
virus (HIV1) infection also called the body cavity-based
lymphoma as well as like pyothorax-associated lymphoma
(PAL) in patients with tuberculosis because of chronic
pleural inflammation is usually a diffuse large B-cell
lymphoma or immunoblastic type associated with
presence of Epstein-Barr virus [10-13]. However, in
immunocompetent patient without a chronic pyothorax,
primary pleural NHL occurs very seldom [14, 15].
Radiological aspect in primary effusion lymphoma (PEL)
is pleural effusion without tumour mass whereas in PAL it
can be noted homogeneous or inhomogeneous pleural
thickening with or without bone destruction [16].

In patients with HIV-associated NHL, PEL appearing only
at approximately 4% of the total [17]. Kano & colab. in
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1999; Keung & colab. in 1996 have reported two cases of
high grade B cell primary pleural NHL in an
immunocompetent patient without a history of chronic
pyothorax [18, 19]. In 2013 Ru et al. reported another case
of primary malignant lymphoma arising in the pleura in a
patient with no history of HIV infection or pyothorax,
manifested as an uneven pleural neoplasm with varying
degrees of mass effect causing dyspnea with
histopathological and immunohistochemically with
features of small B-cell lymphoma [20].

Tazuko et al have reported in 1994 three cases of
pyothorax associated high grade NHL of B cell origin in
patients with a previous artificial pneumothorax to treat
tuberculosis or with persistent chronic tuberculous
pyothorax [21]. In 2003 Ahmad et al, described two cases
of nonpyothorax associated low grade NHL, one with
exposure to asbestos and other with personal history of
tuberculosis. The patients with chronic inflammation
secondary to Helicobacter pylori infection have developed
gastric lymphoma are another example [13]. Otherwise
Jacobson et al reported in 1990 patients with NHL after
exposure to asbestos [22]. Thereby, presence of PPL
requires differential diagnosis with pleural mesothelioma
[20].

Celikoglu et al, in a study conducted in 1992 on 19
patients have highlighted that PE is the predominant sign
of a non-Hodgkin’s malignant lymphomas onset due to
direct affect of the pleura [23]. Jiang et al, in 2013, have
reported a case with aggressive NHL with chylous effusions
in pleura and peritoneum [24]. Johnston et al reported that
15% of 584 patients had serous effusions determined by
lymphomas, predominantly in male patients [25].

PE are more commonly in the various subtypes of T
cell originated lymphomas while, only rare B cell
lymphomas present pleural effusion [26, 27]. In patients
with lymphoblastic lymphomas, 41.6% of have had pleural
effusions compared with other subtypes where the
percentage was only 3.8% [28]. PE in high grade malignant
lymphomas are markers of poor evolution and prognosis
[29-33].

As can be seen from the studies presented above, most
patients with non-Hodgkin’s malignant lymphoma and
pleural effusion, as a major sign of onset or which occurs
in the evolution of the disease have presented a significant
personal history. Follicular lymphoma (FL) also called
indolent lymphomas represent 20% of all NHL and the most
frequent is a low-grade NHL [34].

The hallmarks of FL are: translocation t(14; 18)(q32;
g21) in approximately 90% of cases; heterogeneous
cytologic composition; most common and most frequent
clinical features is lymphadenopathy; transformation into
diffuse large B-cell lymphoma (DLBCL) and increase
proliferation due to various genetic aberrations including
p53mutations and inactivation of p16. Cellular expression
in FL is characterized by the presence of CD10 (in 60% of
cases) CD19, CD20, CD22, and surface immunoglobulin
[35].

The patients with indolent lymphoma can be without
symptoms or they can present fever, sweats or weight loss
if the disease is expanded. Lymphadenopathy may have
fluctuating evolution, appears and disappears; and there
are seldom spontaneous remissions. Expansion of the
disease into other organs is common and occurs especially
inthe skin, bones, marrow, gastrointestinal tract and central
nervous system, but affecting the pleura and pericardium
is atypical being encountered only in the aggressive forms
[35].
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Conclusions

The onset with pleural effusion is unusual for this type of
indolent lymphoma in a patient without significant personal
history and clinical features and probably announce the
onset of transformation into DLBCL. This suspicion of the
beginning of transformation is suggested by the presence
of the pleural effusion from onset and a type B symptoms
characteristic for aggressive lymphomas as well as of the
relatively high value of LDH, a useful indicator of
transformation.

Acknowledgements: All the authors contributed equally to preparing
this paper and share first authorship. This research did not receive
any specific grant from funding agencies in the public, commercial,
or not-for-profit sectors.

References

1.SAHN SA. Clinical evaluation of the patient with pleural effusion. In:
Demostenes Bouros. Pleural Disease. 2nd ed. New York, London:
CRC Press, Taylor & Francis Group, 2010:198-216.

2.SAHN SA. State of the art. The pleura. Am Rev. Respir. Dis
1988;138(1):184-234.

3.FORTOFOIU MC., POPESCU DM., PADUREANU V., DOBRINESCU AC.,
DOBRINESCU AG., MITA A., FOARFA, MC., BALA VS., MUSETESCU
AE., IONOVICI N., FORTOFOIU M. Difficulty in positive diagnosis of
ascites and in differential diagnosis of a pulmonary tumor Rom J
Morphol Embryol 2017;58(3):1057-1064.

4.GUHA P, SARKAR D., RAY A., THAKUR I., MUKHERJEE S.,
CHATTERJEE SK. Primary pleural extranodal non-Hodgkin’s
lymphoma presenting as pleural thickening-A case report. Clin. Oncol.
Cancer Res. 2011;8(1):47-50.

5.COPIE-BERGMAN C., NIEDOBITEK G., MANGHAM DC., SELVES
J., BALOCHK., DISSTC., KNOWLES DN., DELSOL G., ISAACSON PG.
Epstein-Barr virus in B-cell lymphomas associated with chronic
suppurative inflammation. J Pathol 1997;183(3):287-292.

6.DAS DK., GUPTA SK., AYYAGARI S., BAMBERY PK., DATTA
BN., DATTA U. Pleural effusions in non-Hodgkin’s lymphoma: a
cytomorphologic, cytochemical and immunologic study. Acta Cytol
1987;31(2):119-124.

7.GRIBBEN JG. Hematology - Basic Principles And Practice. 5th ed.
Philadelphia, PA: Churchill Livingstone; 2008 [Chapter 79]

8.ELIS A., BLICKSTEIN D., MULCHANOV I., MANOR Y., RADNAY
J., SHAPIRO H., LISHNER M. Pleural effusion in patients with non-
Hodgkin’s lymphoma: a case-controlled study. Cancer 1998;83(8) 1607-
1611.

9.PARNELL AP, FREW I. Case report: non-Hodgkin’s lymphoma
presenting as an encasing pleural mass. Br J Radiol 1995;68(812):926-
927.

10.ALEXANDRAKIS MG., PASSAM FH., KYRIAKOU DS., BOUROS D.
Pleural effusions in hematologic malignancies. Chest 2004;125(4):1546-
1555.

11.KANNO H., YASUNAGA Y., IUCHI K., YAMAUCHI S., TATEKAWA
T., SUGIYAMA H., AOZASA K. Interleukin 6-mediated growth
enhancement of cell lines derived from pyothoraxassociated
lymphoma. Lab Invest 1996;75(2):167-173.

12.DAIBATA M., TAGUCHI T., NEMOTO Y., SAITO T., MACHIDA
H., IMAIS., MIYOSHI I., TAGUCHI H. Epstein-Barr virus (EBV)-positive
pyothorax-associated lymphoma (PAL) chromosomal integration of
EBV in a novel CD2-positive PAL B-cell line. Br J Haematol
2002;117(3):546-557.

13. AHMAD H., PAWADE J., FALK S., MORGAN JA., BALACUMARASWAMI
L. Primary pleural lymphomas. Thorax 2003;58(10):908-909.
14.GUHA P, SARKAR D., RAY A., THAKUR |., MUKHERJEE §S.,
CHATTERJEE SK. Primary pleural extranodal non-Hodgkin's lymphoma
presenting as pleural thickening-A case report. Clin Oncol Cancer
Res 2011;8:47-50.

15.A0ZASA K. Pyothorax associated lymphoma. J Clin Exp
Hematopathol 2006;46(1):5-10.

16.BRUN V,, REVEL MP, DANEL C., FOURNIER LS., SOUILAMAS
R., FRIJA G. Case report. Pyothorax-associated lymphoma: diagnosis

3710 http://www.revistadechimie.ro

at percutaneous core biopsy with CT guidance. AJR Am J Roentgenol
2003;180(4):969-971.

17.CHEN YB., RAHEMTULLAH A., HOCHBERG E. Primary effusion
lymphoma. Oncologist 2007;12(5):569-576.

18.KEUNG YK., COBOS E., MORGAN D., McCONNELL TS. Non-
pyothorax-associated primary pleural lymphoma with complex
karyotypic abnormalities. Leuk Lymphoma 1996;23(5-6):621-624.
19.KANNO M., NAKAMURA S., UOTANI C., TERASAKI Y., IKENO
T., OKUMURA H., MATANO S., HATTORI N., KYODA K., SAWAZAKI
A., KONDO Y., MINATO H. Primary pleural non-Hodgkin’s lymphoma
without chronic pyothorax. Rinsho Ketsueki 1999;40(8):678-684.
20.RU X., GE M., LI L., LIN Y., LIU L. Primary pleural lymphoma: a
rare case and a synopsis of the literature. J Thorac Dis 2013;5(4):E121-
E123.

21.IBUKAT., FUKAYAMA M., HAYASHI Y., FUNATA N., KOIKE M., IKEDA
T., MIZUTANI S. Pyothorax-associated pleural lymphoma. Cancer 1994;
73(3):738-744.

22.JACOBSON RJ., MEMOLI D., KAGAN E. Malignant lymphomas in
ashestos workers: clinico-pathological features and concerns about
bleomycin. Hematol Rev Commun 1990; 4:217-227.

23.CELIKOGLU F, TEIRSTEIN AS., KRELLENSTEIN DJ., STRAUCHEN
JA. Pleural effusion in non-hodgldn’s lymphoma. Chest
1992;101(5):1357-1360.

24 JIANGY., XIEW,, HU K., SUN J., ZHU X., HUANG H.. An aggressive
form of non Hodgkin’s lymphoma with pleural and abdominal chylous
effusions: A case report and review of the literature. Oncology Letters
2013;6(4):1120-1122.

25.JOHNSTON WW. The malignant pleural effusion. A review of
cytopathologic diagnosis of 584 specimens from 472 consecutive
patients. Cancer 1985;56(4):905 909.

26.UCHIYAMA K., KOBAYASHI Y., TANAKA R., TAKAHASHI
Y., CHIKAYAMA S., IKEDA M., UOSHIMA N., KIMURA S., TANAKA
K., WADA K., OZAWA M., KONDO M. Primary malignant lymphoma
of the central nervous system presenting with ascites and pleural
effusion. Hematologica (Budap) 2000;30(2):143 148.

27.WATANABE N., SUGIMOTO N., MATSUSHITAA., MAEDAA., NAGAI
K., HANIOKA K., TAKAHASHI T.Association of intestinal lymphoma
and ulcerative colitis. Intern Med 2003;42(12):1183 1187.

28.DAS DK., GUPTA SK., DATTA U., SHARMA SC., DATTA BN. Malignant
lymphoma of convoluted lymphocytes: diagnosis by fine needle
aspiration cytology and cytochemistry. Diagn Cytopathol 1986;2(4):307
311.

29.KIRN D., MAUCH P, SHAFFER K., PINKUS G., SHIPP MA., KAPLAN
WD., TUNG N., WHEELER C., BEARD CJ., CANELLOS GP. Large cell
and immunoblastic lymphoma of the mediastinum: prognostic features
and treatment outcome in 57 patients. J Clin Oncol 1993;11(7):1336
1343.

30.MOREL P, DUPRIEZ B., PLANTIER-COLCHER I., GOSSELIN B.,
DECLERCQ C., POLLET JP, BAUTERS F. Long term outcome of
follicular low grade lymphoma. A report of 91 patients. Ann Hematol
1993:66(6):303 308.

31.SANDLUND JT,, CRIST WM., ABROMOWITCH M., FAIRCLOUGH D.,
BERARD CW., RAFFERTY M., PUI CH. Pleural effusion is associated
with poor treatment outcome in stage Il small non cleaved cell
lymphoma. Leukemia 1991;5(1):71 74.

32.KABAT KOPERSKA J., KUTRZEBA J., CHOSIA M. Acute kidney failure
and ascites in Burkitt’s lymphoma of the stomach. Pol Arch Med
Wewn 2001;105(1):67 70.

33.LERZA R., BOTTA M., BARSOTTI B., SCHENONE E., MENCOBONI
M., BOGLIOLO G., PANNACCIULLI 1., ARBOSCELLO E.
Dexamethazone induced acute tumor lysis syndrome in a T cell
malignant lymphoma. Leuk Lymphoma 2002;43(5):1129 1132.
34.LENZ G., STAUDT LM. Pathobiology of Non-Hodgkin Lymphomas.
In: Hoffman R, Furie B, eds. Hematology - Basic Principles And Practice.
5th ed. Philadelphia, PA: Churchill Livingstone; 2008:1207-1220
35.JAFFE ES., PITTALUGA S. The Pathologic Bases for the Classification
of Non-Hodgkin Lymphomas. In: Hoffman R, Furie B, eds. Hematology
- Basic Principles And Practice. 5th ed. Philadelphia, PA: Churchill
Livingstone; 2008:1265-1280

Manuscript received: 5.02.2019

REV.CHIM.(Bucharest) ¢ 70¢ No. 10 42019



