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INDOLENT NON-HODGKIN LYMPHOMAS IN THE ELDERLY

Sanda BURUIANA'®, Maria ROBU*, Lucia MAZUR-NICORICI*, Victor TOMACINSCHII*,

Minodora MAZUR*

! Department of Internal Medicine, State University of Medicine and Pharmacy “Nicolae Testemitanu®,

Chisinau, Republic of Moldova

ABSTRACT

Introduction. Indolent non-Hodgkin lymphoma
(NHL) is a lymphoid tumor with increasing morbidity
with age.

The objective of the study was to assess the clinical
and hematological features of indolent NHL in elderly
patients.

Material and methods. The study included pa-
tients older than 60 years with indolent NHL, treated
in the Oncological Institute, Chisinau, Republic of
Moldova. The diagnosis of indolent NHL was estab-
lished according to the International Histological
and Cytological Classification of Hematopoietic and
Lymphatic Tissue Pathologies proposed by the World
Health Organization in 2016. In all patients, clinical
examination, imaging investigations, blood tests, bone
marrow aspiration and biopsy were performed.
Results. The study included 53 elderly patients: 33
women, 20 men. Marginal zone lymphoma (MZL) pre-
dominated in men (70.8%), follicular lymphoma (FL)
in women (62.5%), small lymphocytic lymphoma (SLL)
had almost the same frequency (49.4% and 50.6%)
in men and women. In 53% of cases the onset was
in lymph nodes. Advanced stages were diagnosed in
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REsumE

Lymphomes non hodgkiniens indolents chez les per-
sonnes agées

Introduction. Le lymphome non hodgkinien (LNH)
indolent est une tumeur lymphoide dont la morbidité
augmente avec |’age.

Lobjectif de I'étude ¢tait d’évaluer les caractéris-
tiques cliniques et hématologiques du LNH indolent
chez les patients agés.

Materiel et méthodes. L’étude a inclus des patients
de plus de 60 ans atteints d'un LNH indolent, traités
a 'Institut Oncologique de Chisinau, en République
de Moldova. Le diagnostic de LNH indolent a
été établi selon la Classification Histologique et
Cytologique Internationale des Pathologies des Tissus
Hématopoiétiques et Lymphatiques proposée par 'Or-
ganisation Mondiale de la Santé en 2016. Chez tous les
patients, un examen clinique, des examens d’imagerie,
des tests sanguins, une ponction et biopsie de la moelle
osseuse ont été utilisés.

Résultats. L'étude a inclut 53 patients agés: 33
femmes et 20 hommes. Les LNH de zone marginale
prédominaient chez les hommes (70.8%), les LNH
folliculaires chez les femmes (62.5%), et lymphome
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83.8% of cases. Bone marrow involvement was detect-
ed in 63.2% of cases.

Conclusions. In our group of study, the most fre-
quent form were SLL, regardless of patients’ gen-
der. The onset of indolent NHL occurred more fre-
quently in lymph nodes, mainly in peripheral ones.
Independent of the indolent NHL type, the tumour
spreads especially in the regional lymph nodes. The in-
volvement of different extra-nodal areas was not identi-
cal: the bone marrow was affected most frequently, fol-
lowed by liver and more rare other organs and tissues.
Due to the low degree of malignancy, the extramedul-
lary multiplication of malignant lymphoid cells is slow.

Keywords: non-Hodgkin lymphoma, indolent, elderly
patient.

List of abbreviations:

NHL - non-Hodgkin lymphoma

IPI - International Prognostic Index

FLIPI - Follicular Lymphoma International Prognostic
Index

FL - follicular lymphoma

SLL - small lymphocytic lymphoma

MZL - marginal zone lymphoma

INTRODUCTION

Non-Hodgkin’s lymphoma (NHL) is a hetero-
geneous group of malignant haematological diseas-
es with increasing morbidity, in the world and in
Republic of Moldoval*. NHL is one of the most com-
mon haematological malignancies?, with 450.000 new
cases per year>*. According to the clinical evolution,
lymphomas are divided into indolent (low-grade ma-
lignancy) and aggressive (high-grade malignancy)®’.
Indolent NHLs represent a group of lymphomas that
historically have been treatable, but not generally cur-
able with specific therapies®. Indolent lymphomas af-
fect people of all ages, with the morbidity rate increas-
ing with age, reaching a maximum in patients over
60 years old, the median age being 50 years old"®.
The incidence of indolent lymphoma is increasing
and is even higher among the elderly population’.
Half of the newly patients diagnosed with indolent
lymphoma are over 60 years of age and can thus be
defined as elderly!®. The average life expectancy in
the Republic of Moldova in 2018 was 70.6 years,
66.3 years for men and 75 years for women''. The
age over 60 years is an unfavorable prognostic factor,
included in International Prognostic Index (IPI) and
Follicular Lymphoma International Prognostic Index
(FLIPI), due to the association of various comorbidi-
ties, the impossibility of applying an intensive specific

lymphocytaire avait presque la méme fréquence chez
les hommes et les femmes (49.4% et 50.6%). Dans 53%
des cas, le début était dans les ganglions lymphatiques.
Des stades avancés ont été diagnostiqués dans 83,8%
des cas. Une atteinte de la moelle osseuse a été détectée
dans 63,2 % des cas.

Conclusions. Dans notre groupe d’étude, la forme
la plus fréquente était le lymphome lymphocytaire,
quel que soit le sexe des patients. Lapparition d’un
LNH indolent s'est produite plus fréquemment dans
les ganglions lymphatiques, principalement dans les
ganglions périphériques. Quel que soit le type de lym-
phome indolent, la tumeur se propage surtout dans les
ganglions lymphatiques régionaux. Latteinte des diffé-
rentes zones extra-ganglionnaires n’était pas identique:
la moelle osseuse était la plus fréquemment atteinte,
suivie du foie et plus rarement d’autres organes et tis-
sus. En raison du faible degré de malignité, la multipli-
cation extramoellaire des cellules lymphoides malignes
est lente.

Mots-clés: lymphome non hodgkinien, indolent, pa-
tient agé.

treatment (chemotherapy and radiotherapy), with an
incomplete response to treatment'?. Follicular lym-
phoma represents about 20-30% of all INHL, mar-
ginal zone lymphoma 8%, and small lymphocytic
lymphoma 7%"!.

The clinical picture of lymphomas with low de-
gree of malignancy is manifested by disseminated
lymphadenopathy, splenomegaly, long time without B
symptoms of intoxication and with frequent involve-
ment of the bone marrow'“". The clinical approach
of elderly patients is a complex issue, and age alone
is not enough to establish the treatment strategy.
Survival with indolent lymphoma tends to be long
and many elderly patients die with their lymphoma
rather than of their disease’. Often, the purpose of
treatment is to ensure the quality of life of the elderly
patient with indolent lymphoma.

THE OBJECTIVE OF OUR STUDY was to assess the clini-
cal and hematological features of indolent NHL in
elderly patients.

MATERIAL AND METHODS

The study included 53 patients with indolent
NHL hospitalized in the Hematology Department of
the Public Medico-Sanitary Institution Oncological
Institute, Chisinau, Republic of Moldova, between

September 2021 / 337



Indolent nonHhodgkin lymphomas in the elderly - BACALBASA et al

» small lymphocytic lymphoma = marginal zone lymphoma

grade I and II follicular lymphoma

Figure 1. Distribution of patients according to the morphological type of indolent NHL.

February 2020 and February 2021: 33 women, 20
men, older than 60 years. The criteria for inclusion in
the study were: patients’ age over 60 years, with histo-
logically confirmed indolent NHL, and patients’ agree-
ment to participate in the study. The exclusion criteria
were: aggressive NHL, age less than 60 years, patient’s
disagreement to participate in the study. The diagno-
sis of indolent NHL was established according to the
2016 revision of the World Health Organization clas-
sification of lymphoid neoplasms'®: 24 patients with
small lymphocytic lymphoma (SLL), 17 patients with
marginal zone lymphoma (MZL), and 12 patients with
follicular lymphoma (FL) grade I and II, who have met
the criteria for inclusion in the study. The lympho-
ma stage was assessed according to the Ann Arbor
staging system'’. The bone marrow examination was
performed to assess the invasion of the tumour. The
study protocol was approved by the Medical Ethics
Committee of the State University of Medicine and
Pharmacy “Nicolae Testemitanu”, Chisinau, Republic
of Moldova (28th of January 2020, session number 32)
and written informed consent was obtained from the
patients included in the study.

REesuLTs

QOut of 68 patients with indolent NHL, 53
(77.9%) patients were over 60 years old and met the
criteria for inclusion in the study. In all cases, the
morphological substrate was the B-lymphocyte. The
distribution according to the morphological type of
indolent lymphoma and gender was: MZL predomi-
nated in men (70.8%), grade I and II, FL in women
(62.5%), and SLL occurred approximately with the
same frequency in men and women (49.4% and
50.6%, respectively).

338 / vol. 56, no.3

In our group of study, the most frequent forms
were SLL and MZL (Fig. 1). Independent of the in-
dolent NHL type, advanced stages III and IV were
found in 44 (83.8%) cases, mainly stage IV, in 39
(73.5%) patients. The B symptoms (weight loss of
10% and more during the last 6 months, fever greater
than 38°C, night sweats), correlated depending on
the morphological type of indolent lymphoma and
the degree of tumour dissemination. In SLL, which
predominated in 45.2% of elderly patients, the B
symptoms were found in only 21.4%, as opposed
to the other morphological types of indolent NHL,
which indicates a more favorable prognosis. In MZL,
the B symptoms were more frequently found in case
of primary spleen involvement (77.7%), which was not
confirmed in FL and SLL.

The location of the primary tumour was mainly
in the lymph nodes - 28 patients (53%), especially in
the peripheral ones - 22 patients (41.5%). The devel-
opment of the malignant lymphoid process mainly in
the peripheral lymph nodes, considered “visible”, un-
fortunately does not lead to a better addressability of
the patient. Primary spleen damage was encountered
in 35% of patients. Rarely, the tumour has developed
in other organs and tissues, such as nasopharynx
(5%), or gastrointestinal tract (4%) (Fig. 2).

Due to the low degree of malignancy, the ex-
tramedullary multiplication of malignant lymphoid
cells is slow, with a slow increase in the size of the
primary tumour (lymph nodes, spleen, etc), and slow
expansion of the affected lymphoid organ capsule.
Often, the only complaint of a new patient is the
presence for a long time (months) of one or more tu-
mours.

The spread of the tumour did not obviously cor-
relate with the type of indolent NHL and patient’s
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Figure 2. Distribution of the location of the primary tumour in elderly patients with indolent NHL.

age, but it depended on the location of the primary
tumour. In SLL and FL, the tumour spreaded in the
regional lymph nodes with approximately the same
frequency (88.9% and 78.5%, respectively), and in
MZL, less frequently (65.2%). In case of development
of the primary malignancy in the lymph nodes, ei-
ther peripheral or internal, the malignant involve-
ment was initially in the regional lymph nodes, later
in the distant ones. This has not been confirmed in
the case of extra-nodal onset of indolent lymphoma.
Extra-nodal metastases, without the involvement of
regional and distant lymph nodes, occurred in 32%
of cases in the spleen. The most common extra-nod-
al metastases were encountered in the bone marrow
(63%) and liver (25%).

The frequency of bone marrow metastases was
the highest in SLL, 23 (95.5%) patients, followed by
MZL (82%) and less frequently in grade I and I FL
(73%). More frequently, the bone marrow was in-
volved in case of development of the tumour in the

spleen (96%) and lymph nodes (80%).
Discussion

The increased prevalence of the elderly popula-
tion has likely contributed to the increased rate of
NHL over time'®. The incidence of indolent NHL
is strongly related to age, the highest incidence be-
ing encountered in elderly patients. In the UK, in
2015-2017, more than a third of the new cases (36%)
were diagnosed in people aged 75 years and over"”.
The results of our study are similar, indolent NHL
being diagnosed in 77.9% of cases in patients over
60 years old.

Indolent NHL is a term used to describe a group
of B-cell lymphomas characterized by slow develop-
ment?°, B-cell lymphomas account for approximately
90% of all lymphomas?*2, Only 10% are lymphoid
malignancies of T- or NK-cell origin®’. The results of

our study confirmed in 100% of cases the B-cell ori-
gin of lymphoproliferative tumours.

The results of our study demonstrated that in
people over 60 years old, SLL develops more fre-
quently than other morphological types of indolent
NHL. According to literature, FL is the most com-
mon low-grade lymphoma?*%.

In our group of study, MZL predominated in
men (70.8%), and FL in women (62.5%). According
to the UK’s population-based Haematological
Malignancy Research Network (2004-2012), FL and
MZL were diagnosed in the elderly (average age 68.05
years) with a different frequency depending on gen-
der: MZL predominated in men (64.6%) and FL in
women (65.1%)%. Our results are similar with the re-
sults of other research in the field.

We have shown that the onset of indolent NHL
is more frequently in lymph nodes, 28 (53%) patients.
Shastri et al. in 2017 have found an extra-nodal pri-
mary site only in 25% of cases and in in lymph nodes
in 75% of cases®*. According to another Moldavian
study, that included 78 NHL patients with primary
lymph node involvement, aged between 60-84 years,
this form of disease had developed more frequently
in people aged between 60 to 70 years (73.1%), espe-
cially in the peripheral lymph nodes (84.7%)>.

Patients with indolent NHL, excluding those
with rare localizations, are often diagnosed in ad-
vanced stages, with incurable, but highly treatable
disease?. In our group of study, independent of the
indolent NHL type, advanced stages Il and IV were
found in 83.8% cases, mainly stage IV, in 73.5% cases.

Bone marrow is the most common site of ex-
tra-nodal involvement in lymphoid malignancies and
the frequency of its involvement varies according to
lymphoma subtype. The bone marrow involvement at
diagnosis is present in the majority of indolent B-cell
lymphomas?®¥. Kumar et al. reported that 55.1% of
NHL patients had bone marrow infiltration®. In our
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study, the frequency of bone marrow metastases was
the highest in SLL (95.5%). Park et al. reported simi-
lar data, as the involvement of bone marrow in SLL
was detected in more than 75% of cases®’.

CONCLUSIONS

In our group of study, Small lymphocytic NHL
are diagnosed more frequently in elderly patients,
regardless of patients’ gender. The onset of indolent
NHL occurred more frequently in lymph nodes,
mainly in peripheral ones. Independent of the indo-
lent NHL type, the tumour spreads especially in the
regional lymph nodes. The involvement of different
extra-nodal areas was not identical: the bone marrow
was affected most frequently, followed by liver and
more rare other organs and tissues. Due to the low
degree of malignancy, the extramedullary multiplica-
tion of malignant lymphoid cells is slow.

A good knowledge of the particularities of indo-
lent NHL in the elderly will contribute to the indi-
vidualization and development of personalized treat
ment programs for the elderly.
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