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ABSTRACT

Introduction: chronic lymphocytic leukemia is the most common malignant hemopathy in the elderly, and in
Cuba it represents 9 % of all oncohematologic diseases. Its incidence has increased since the second half of
the 20th century. The clinical-epidemiologic characteristics of these patients in Pinar del Rio are unknown.
Objective: to clinically and epidemiologically characterize chronic lymphocytic leukemia patients treated at
the General Teaching Hospital “Abel Santamaria Cuadrado”, 1987-2020.

Materials and Methods: a descriptive, longitudinal and retrospective study was performed. The clinical
histories of 120 patients diagnosed with this disease were reviewed and the variables age, sex, clinical
manifestations and clinical stage at diagnosis were used.

Results: male patients older than 61 years predominated, general symptoms and stage IV were more frequent
at presentation.

Conclusions: the results do not differ from those reported by national reference centers and other
international centers dedicated to the care of hematologic malignancies. It is likely that the advanced
clinical stage at debut, found in most patients, is related to the delay in diagnosis.

Keywords: Chronic Lymphocytic Leukemia; Chronic Lymphocytic Leukemia; Chronic Lymphoproliferative
Syndrome.

RESUMEN

Introduccion: la leucemia linfoide cronica es la hemopatia maligna mas frecuente en ancianos, y en Cuba
constituye el 9 % de todas las enfermedades oncohematologicas. Su incidencia ha aumentado desde la
segunda mitad del siglo XX. Se desconocen las caracteristicas clinico-epidemioldgicas de estos enfermos en
Pinar del Rio.

Objetivo: caracterizar clinica y epidemiolégicamente a los enfermos de leucemia linfoide crénica atendidos
en el Hospital General Docente “Abel Santamaria Cuadrado”, 1987-2020.

Materiales y Método: se realizé un estudio descriptivo, longitudinal y retrospectivo, fueron revisadas las
historias clinicas de 120 pacientes diagnosticados con esta enfermedad y se trabajo con las variables edad,
sexo, manifestaciones clinicas y estadio clinico al diagndstico.

Resultados: predominaron los mayores de 61 afnos del sexo masculino, al debut fueron mas frecuentes los
sintomas generales y el estadio IV.

Conclusiones: los resultados no se diferencian de los reportados por centros de referencia nacional y otros
que internacionalmente se dedican a la atencion de hemopatias malignas. Es probable que el estadio clinico

© 2023; Los autores. Este es un articulo en acceso abierto, distribuido bajo los términos de una licencia Creative Commons (https://
creativecommons.org/licenses/by/4.0) que permite el uso, distribucion y reproduccion en cualquier medio siempre que la obra original
sea correctamente citada


https://doi.org/10.62486/sic20234
mailto:helena290817@gmail.com?subject=
mailto:e-mail: yaremysreinoso@gmail.com?subject=
https://orcid.org/0000-0001-7210-7032
mailto:osnielluisalberto@gmail.com?subject=
https://orcid.org/0000-0003-1108-4273
mailto:grettelborrego@infomed.sld.cu?subject=
https://orcid.org/0000-0003-4195-9739
mailto:jorgelhg@infomed.sld.cu?subject=
https://orcid.org/0000-0001-7000-2288
mailto:cvsojo@infomed.sld.cu?subject=
https://creativecommons.org/licenses/by/4.0
https://creativecommons.org/licenses/by/4.0
https://doi.org/10.62486/sic20234
https://doi.org/10.62486/sic20234
https://orcid.org/0000-0003-0257-1176

Salud Integral y Comunitaria. 2024; 1:4 2
avanzado al debut, encontrado en la mayoria de los pacientes, guarde relacion con tardanza en el diagnostico.

Palabras clave: Leucemia Linfoide Cronica; Leucemia Linfocitica Cronica; Sindrome Linfoproliferativo
Cronico.

INTRODUCTION

Chroniclymphoidleukemia (CLL)isanoncohematological entityincluded withinthe chroniclymphoproliferative
syndrome characterized by the increase of a dysfunctional, clonal lymphoid population of immunophenotype
B (> 95 %) and exceptionally T (< 5 %), with a clinical expression that transits from virtually indolent stages,
progression, and coexistence with events of autoimmune nature that compromise one or several hemopoietic
lines. It is the most frequent leukemia in adults, and its incidence is higher in advanced age.

In 1975, Rai established the first clinical classification of the disease, which is based on the concept that
CLL is a disease of progressive accumulation of non-functional lymphocytes.® Both this classification and the
one proposed by Binet (1981) constitute the European standard for the prognosis of this disease. In the United
States, Mexico, and the rest of the American continent, the most widely used is that of Rai et al.” The clinical
staging or classification systems of Rai and Binet are well-known, simple to apply, and widely used to evaluate
tumor volume and predict survival. Patients are classified into three subgroups according to the number of
lymphadenopathies, the existence of hepatomegaly, splenomegaly, or both, and anemia, thrombocytopenia,
or both. 24

It has peculiar epidemiological features that distinguish it from other leukemias in many respects. It is one
of the most common types of leukemia in the Western Hemisphere and is extremely rare in Asian countries.©®7?

The incidence varies significantly according to ethnicity, with the highest number of cases reported in
Australia, the USA, Ireland, and Italy.® The disease is most common in whites, and its frequency decreases in
descending order among blacks, Hispanics, American Indians, Ala, ska Natives, Asians, and Pacific Islanders.®

Experts estimate a progressive increase in the number of CLL cases each year, but prognoses regarding the
number of deaths indicate a steady decline.®*'™ |t is a health problem that is progressively increasing in
incidence, but with a tendency to improve survival, thanks to novel treatment regimens.'?)

In Denmark, it constitutes 35-40 % of all leukemias; in Japan, China, and other Asian countries, 3-5 %. In
Latin America, the incidence does not reach the rates of Western Europe and Asia, perhaps due to the intense
miscegenation of this region. Only four reports were found in the literature that report the estimated incidence
of this condition in Latin America, three of them are from Mexico. However, there is a citation in the work
of Dr. Redaelli stating that in Brazil, there is an incidence of around 10 %.©'® In Cuba, it represents 9 % of all
hematological diseases and 12,6 % of leukemias."®

The median age at diagnosis was 71 years from 2008 to 2012, according to the SEER database. It is a very
uncommon diagnosis before 45 years of age, and before 65 years of age, only 30 % of the total number of
patients diagnosed are reported. Considered a disease of old age in Cuba, it presents rates of less than 1 per
100,000 inhabitants up to the age of 55 years. ™

It is more common in men than in women.® National reports denote a high masculinity rate that increases
with age; in the group of patients aged 85 years and older, male rates are twice as high as female rates. ™

It has a typically slow and insidious onset. The most frequent reasons for consultation are enlarged superficial
lymph nodes, fatigue, weakness, and weight loss. However, nowadays, in more than 75 % of cases, the disease
is discovered accidentally when performing a routine blood count. The appearance of signs and symptoms of
the disease is closely related to the infiltration of the lymphoid tissues and bone marrow and alterations in
immunity. 1415

The suspicion of CLL is established in an older patient who presents with lymphocytosis and adenomegaly or
splenomegaly.%'® The most relevant clinical characteristic is the presence of adenopathies, which are usually
present in 80 %, which, except in very early stages, are present in multiple lymph node territories (cervical,
axillary, inguinal) of symmetrical shape, elastic consistency, nonadherent and painless, of variable size which
increases in advanced stages.®'') The hard and painless splenomegaly, which is not usually present in the
initial stages of the disease, in isolated cases exceeds the umbilical line and produces abdominal compressive
symptoms (sensation of fullness or early satiety). Less frequent is hepatomegaly, of small volume, due to portal
lymphoid infiltration.(

The most frequent complications of CLL are autoimmune complications, which frequently occur in patients
with advanced disease or during treatment with purine analogs. Infections are a significant cause of morbidity
and mortality and can be exacerbated by the presence of hypogammaglobulinemia. (®

The estimated 5-year survival is 81,7 %. Women diagnosed with CLL have overall survival (OS) rates at 5 and
10 years that exceed those of men.®
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There is a progressive tendency in the world today towards population aging, so diseases formerly of low
incidence are gaining prominence and becoming more and more frequent, which requires more significant
professional preparation in these issues to ensure the quality of life of our older adults.

Statistical studies predict that by 2030, the Cuban population aged 60 years or more will increase to 30 %,
making Cuba one of the most aged countries in Latin America and the world.

Taking into consideration the relatively high frequency of the disease from the fifth decade of life and
analyzing that the evolution and survival depend on rapid diagnosis and effective treatment, it was decided to
carry out this research with the objective of characterizing the clinical, epidemiological behavior of patients
with chronic lymphoid leukemia in Pinar del Rio, through the description of the variables: age, sex, clinical
manifestations at debut and clinical stage at diagnosis.

METHOD

A descriptive, retrospective, and longitudinal study was carried out at the General Teaching Hospital "Abel
Santamaria Cuadrado” covering the period between 1987 and 2020. The universe and the sample coincided and
consisted of 120 patients diagnosed with the disease during the study period.

Inclusion criteria: All patients diagnosed with chronic lymphoid leukemia whose medical records reflected
the variables selected for the research:

Techniques used to obtain the information:
Medical records were reviewed, and data were collected on age, sex, clinical manifestations, and clinical
stage at debut.

Methods used:
Theoretical methods made it possible to reach conclusions as well as to interpret, systematize, and deepen
the results. Among them are:
e Historical-logical for the study of the theoretical references related to the clinical and
epidemiological characteristics of CLL at international and national levels.
e Systemic-structural to determine the relationship between the clinical stage at diagnosis and
overall survival in years of patients.
e The modeling allowed defining the indicators for the correct staging of CLL.

As procedures to develop the research process, the following were used:
e Analysis and synthesis to know the qualities of the object of study and its internal relationships
during the research.
e Induction and deduction to reach generalizations about the object of study and to identify and
understand particular phenomena within it.
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e The empirical methods that were used to obtain data on the object of study that allowed solving
the scientific problem:

e Document analysis: Review of microhistories of CLL patients of the General Teaching Hospital "Abel
Santamaria Cuadrado."

¢ In addition, searches were carried out in publications: guidelines and regulations in physical or
electronic support referred to the topics of study.

Descriptive statistics were used to analyze the information collected in the database according to the
variables used.

Methods of data processing and analysis

Analysis and collection of information: The available information was evaluated and purified, selecting that
which responded to the objectives set for use in the research.

The elements of descriptive statistics were used to show the quantitative variables (absolute frequencies,
%, and average).

A database was created to collect the available information related to the information obtained in the
medical records. We used SPSS 10.0 professional software for Windows XP.

Ethical aspects:

This research was carried out under the conditions of respect for the fundamental rights of individuals
and the ethical postulates that affect biomedical research with human beings. It is governed by the state
regulations of the Ministry of Public Health, in force in the Republic of Cuba. The results obtained from this
research will only be used for their presentation in scientific events or for their publication in biomedical
journals of recognized prestige.

RESULTS AND DISCUSSION

Table 2 shows the distribution of patients according to age group. The most represented group was 61 to 80
years of age, with 72 patients (60 %), followed by those over 80 years of age. The average age was 71,4 years,
with a minimum age of 46 years and a maximum of 94 years. A study conducted by Dr. Porfirio Hernandez (1981)
revealed that the average age was 62 years, with a range varying from 49 to 88 years. @

In studies conducted in several provinces of Cuba, the age of patients at diagnosis was 65 years or older.
(21,22,23)

Table 2. Distribution of patients by age group

Age group Number %
40-60 20 16,66
61-80 72 60
> 80 28 23,33
Total 120 100

Distribucion por Sexo

48; 40%

Relacién M:F de 1,56

Leyenda:
masculino @
Femenino ()

Figure 1. Distribution of patients according to sex.

Other studies from Latin America report an average age of 69,6 and 70 years. 2425
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The Spanish group of chronic lymphocytic leukemia (GELLC) states that it is the most frequent leukemia in
adulthood in their environment. @® There is a tendency to increase the age at debut, associated to the increase
in life expectancy.

The male sex outnumbered the female sex; for every 1,5 men, only 1 woman became ill (Figure 1). CLL
is more frequent in men, with a male-female ratio of 1,5-2,0:1,1 The data obtained in studies carried out in
Cienfuegos, Santiago de Cuba and Matanzas are similar to those of this research.®23.27)

Authors from different latitudes (India, Brazil, United States) also coincide. %2 However, in a study carried
out in Togo, out of 87 patients studied, 55 were women,” which could be related to the macho culture that
favors low attendance to health institutions by men in this African country.

Table 2. Clinical manifestations at debut

Clinical manifestations Number %

General symptoms 42 35
Anemia 31 25,8
Adenopathy 27 22,5
Infections 18 15
Hemorrhages 5 4,1
Asymptomatic 16 13,3

Most patients presented with general symptoms at diagnosis (35 %) (Table 2). Only 13,3 % were asymptomatic.
Studies carried out in India and Costa Rica show a predominance of asymptomatic patients at debut.®%)
The international literature states that in many cases, the diagnosis is made by laboratory findings (absolute
lymphocytosis) in routine examinations.-® This makes us think about the probability of biases related to the
quality of the routine hemogram, which is performed manually by optical microscopy in most laboratories. A
correct physical examination and the exclusion of other diseases with adenopathies would help us to complement
the diagnosis.

Clasificacion de RAI

48
40%
50
40 23 _ 01
30 19,1% 17.5°
10 15% ,S%
20 8,3%
© 8
0
0 | Il ] v

Figure 2. Clinical stage at diagnosis according to Rai classification.

As can be seen in Figure 2, group Ill, according to the Rai classification, predominated (40 %), and only 8,3
% of the patients were in group 0. This means that most patients were diagnosed in advanced stages of the
disease, which has a negative influence on the therapeutic possibilities and survival.

Tejaswi from India reflects a uniform distribution of patients in stages I, Il, Ill, and IV, with 20 %, 25,4 %, 20,8
%, and 21,8 %, respectively. @®

Rodriguez Brunet observed that 52,1 % of the patients were in advanced stages of the disease.?" In the
Hospital de San Juan de Dios, Costa Rica, 60 % of the patients were classified as stages Ill and IV. Only 2 % as
stage 0.% However, there is another study carried out in the same hospital, almost 30 years later, where there
were 26 % in stage 0 and 2,6 % in stage Ill, demonstrating a significant advance in early diagnosis.®

Achieving diagnosis in the early stages has an essential impact on patient survival.

The research carried out allowed us to characterize CLL patients according to fundamental clinical and
epidemiological aspects, which makes it possible to increase knowledge about this entity and to improve
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diagnostic procedures in order to achieve a positive impact on the survival and quality of life of patients with
projection towards primary health care.

CONCLUSIONS

The clinical-epidemiological behavior of chronic lymphoid leukemia patients in Pinar del Rio is similar to
that reported in national and international studies. The age, sex, clinical manifestations, and clinical stage at
diagnosis of the disease coincide with data reported by authors from other provinces of Cuba.

The advanced clinical stage at debut, found in most of the patients, is likely related to the delay in diagnosis.
There is a probability that clinical and laboratory manifestations typical of CLL are not taken into account,
causing late diagnoses that overshadow the prognosis of the patient.
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