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Abstract

OBJECTIVE: To identify the demographic, clinical characteristics and the most frequently
prescribed treatments of patients with diagnosis of non-Hodgkin mantle cell lymphoma
(MCL), chronic lymphocytic leukemia (CLL) or multiple myeloma (MM) who received
care at a Mexican hospital.

MATERIAL AND METHOD: A retrospective study was conducted, analyzing the clini-
cal records of patients with diagnosis of MCL, CLL, or MM who received care at the
Siglo XXI National Medical Center Cancer Hospital Hematology Service from June
2008 to October 2016.

RESULTS: 399 patients were included, 214 (54%) men, with median age of 60 years
(38 to 88). The distribution was 31 (8%) patients with MCL, 21 (5%) with CLL, and 347
(87%) with MM. The most common initial clinical manifestation was weight loss in
MCL and CLL, and lumbar pain in MM. The median time for a patient to see a doctor
was greater in patients with MM than in MCL and CLL (7.2 vs 5 and 6 months). The
common denominator in the three neoplasms was that most of patients were in an
advanced stage of the disease at the time of diagnosis.

CONCLUSION: Most of demographic characteristics of patients included were similar
to those described in the literature; however, the age of patients with myeloma was
lower, the time to diagnosis was greater and stage of disease at diagnosis was higher
than expected.

KEYWORDS: Non-Hodgkin mantle cell l[ymphoma; chronic lymphocytic leukemia;
Multiple myeloma.

Resumen

OBJETIVO: Identificar las caracteristicas demograficas, clinicas y los tratamientos
mas prescritos de los pacientes con diagnéstico de linfoma no Hodgkin de células del
manto, leucemia linfocitica crénica o mieloma miiltiple.

MATERIAL Y METODO: Estudio retrospectivo que analizé las caracteristicas clinicas de
pacientes con diagnéstico de linfoma no Hodgkin de células del manto, leucemia linfo-
citica crénica o mieloma midiltiple que recibieron atencién en el Servicio de Hematologia
del Hospital Centro Médico Nacional Siglo XXI de junio de 2008 a octubre de 2016.

RESULTADOS: Se incluyeron 399 pacientes, 214 (54%) hombres, con mediana de
edad de 60 afnos (38 a 88). La distribucién fue: 31 (8%) pacientes con linfoma no
Hodgkin de células del manto, 21 (5%) con leucemia linfocitica crénica 'y 347 (87%)
con mieloma miltiple. La manifestacion clinica inicial mas comdn fue pérdida de peso
en linfoma no Hodgkin de células del manto y leucemia linfocitica cronica, y el dolor
lumbar en mieloma muiltiple. El tiempo promedio para que un paciente acudiera con
el médico fue mayor en pacientes con mieloma miiltiple que en linfoma no Hodgkin
de células del manto y leucemia linfocitica crénica (7.2 vs 5 y 6 meses). La mayoria
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de los pacientes estaban en una etapa avanzada de la enfermedad al momento del

diagnéstico de las tres neoplasias.

CONCLUSION: La mayor parte de las caracteristicas demogréficas de los pacientes
fueron similares a las descritas en la bibliograffa; sin embargo, la edad de los pacien-
tes con mieloma fue menor, el tiempo para el diagndstico fue mayor y la etapa de la
enfermedad al momento del diagndstico fue mayor de lo esperado.

PALABRAS CLAVE: Linfoma no Hodgkin de células del manto; leucemia linfocitica

crénica; mieloma mdltiple.

INTRODUCTION

Hematologic neoplasms are a cause of high mor-
bimortality worldwide. Mexico has developed
a Histopathologic Registry of Malignant Neo-
plasms'? for reporting of new cases; however, it
is crucially important to know the demographic
characteristics and most widely used diagnostic
methods in our population. Based on global
cancer statistics (Globocan 2018), leukemia,
non-Hodgkin lymphoma (NHL), and multiple
myeloma are among the 25 most common
neoplasms.®> NHL is in 13th place worldwide
and its incidence has risen, probably related
to advances in diagnostic techniques and the
appearance of acquired immunodeficiency syn-
drome in the late 20th Century.* NHL constitutes
a heterogeneous group of neoplasms of lymphoid
origin with significant histological and clinical
differences, usually with nodal presentation and
immunophenotype B in 70% to 90% of cases.’
According to the World Health Organization,
one of the variants of NHL is mantle cell lym-
phoma (MCL), which originates in B cells and
is characterized by small monomorphic cells
with irregular nuclei, cyclin D1 overexpression,
and translocation t(11;14). MCL represents 10%
of NHL, has higher incidence in men around
60 years of age,*° and manifests primarily by
adenopathy or extranodal involvement such as
infiltration to bone marrow with pancytopenia

and occasionally leukocytosis. On the other
hand, chronic lymphocytic leukemia (CLL) also
originates in B lymphocytes, has a median age of
presentation of 64 to 70 years, and is uncommon
in persons under 30 years of age.” In the year
2016, 19,000 new cases of CLL were diagnosed
in the USA,® with lower incidence in Asia and
Latin America, including Mexico.? In its initial
stages, it may present without clinical manifesta-
tions in 80% of patients, and when they appear
they are nonspecific, like mild fever, weakness,
and diaphoresis. In more advanced stages, ad-
enopathies and splenomegaly are reported, and
in some cases alterations in laboratory studies
like anemia, thrombocytopenia, and elevation
of lactic dehydrogenase, among others; how-
ever, an indispensable requisite for diagnosis is
the presence of lymphocytosis over 5 x 10°%L.7
Multiple myeloma (MM) is a malignant neoplasm
originating in B lymphocytes which represents
1% of all malignant neoplasms and is charac-
terized by aberrant expression of plasma cells
in bone marrow and monoclonal secretion of
globulins, causing organ damage. The global
incidence of MM is 1.5/100,000 inhabitants,
but in some Latin American countries the inci-
dence is as high as 14.5/100,000 inhabitants."
MM more commonly affects men with a median
age of 70 years, and its primary clinical mani-
festations are bone disease (pain, lytic lesions),
renal failure, anemia, signs of hypercalcemia,
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and heightened risk of infection." Although the
etiology of leukemias, lymphomas, and myeloma
is unknown, different epidemiological studies
have identified risk factors which may contribute
to the development of such neoplasms, such as
exposure to chemical products (benzene, poly-
cyclic hydrocarbons, pesticides, etc.), exposure
to ionizing radiation, viruses, genetic factors, and
immunological factors, among others."

The importance of having a hospital epide-
miological analysis of these 3 hematologic
neoplasms lies in the possibility of ascertaining
their incidence to improve the quality of diag-
nosis and the treatment patients receive. The
objective of this study was to identify the demo-
graphic and clinical characteristics of patients
with diagnosis of MCL, CLL, or MM who received
care in a Mexican domestic reference hospital.
Additionally, the treatments most frequently
prescribed in the three diseases were analyzed.

MATERIAL AND METHOD

A retrospective study was conducted, analyzing
the clinical records of patients with diagnosis of
MCL, CLL, or MM who received care at the Siglo
XXI National Medical Center Cancer Hospital
Hematology Service, operated by the Mexican
Social Security Institute (Spanish acronym IMSS)
in the period to June 2008 through October
2016. The criteria for inclusion were age over
18 years; diagnosis of MCL, CLL, or MM on
or after June 1, 2008; and at least one year of
observation. Records with different or doubtful
diagnosis and those which lacked the informa-
tion necessary to cover the variables analyzed in
the study were excluded. The variables included
were demographic data (age, gender), clinical
characteristics (symptoms, time of evolution, first
manifestation, etc.), diagnostic studies used (he-
matic biometry, biopsy, protein electrophoresis,
cytogenetics) and treatment schema used. The
data were analyzed using Software Statistical

2019 octubre-diciembre;20(4)

Package for the Social Sciences (SPSS) version
22.0 (IBM Corp., Armonk, NY, USA). Descriptive
statistics were used for patients’ demographic
data and clinical characteristics.

RESULTS

Three hundred nine-nine cases which complied
with the criteria for inclusion were included, cor-
responding to 214 (54%) male patients and 185
(46%) female patients with an overall median age
of 60 years (range 38 to 88 years). The disease
distribution was 31 (8%) patients with MCL, 21
(5%) patients with CLL, and 347 (87%) patients
with MM. The clinical characteristics are shown
in Table 1.

The 31 patients included in the MCL group
included 23 (74%) male and 8 (26%) female
patients, with median age of 64 years (range 40
to 84 years). At the time of diagnosis, 21 patients
presented with one or more comorbidities, such
as a history of heart disease (n =11, 35%), type 2
diabetes (n =9, 29%), high blood pressure (n =3,
10%), and renal failure (n = 2, 6%); no patient
had human immunodeficiency virus (HIV) infec-
tion. The median time of evolution from onset of
symptoms until a diagnosis was established was
5 months with a range of 1 to 12 months, and the
initial symptoms were weight loss (n =21, 68%),
diaphoresis (n = 15, 48%), and fever (n = 7,
22%), whereas physical exploration documented
splenomegaly and hepatomegaly in 13 (42%)
and 7 (22%) patients, respectively. Adenopathies
were found in 30 (97%) patients with a median
diameter of 5 cm (range 2 to 20 cm) and in 7
(22%) patients a Bulky mass more than 10 cm
in diameter was found. In relation to the assess-
ment of patient function using the ECOG (Eastern
Cooperative Oncology Group) scale, 13 patients
had values over 2. Lactic dehydrogenase in blood

https://doi.org/10.24245/rhematol.v20i4.3515
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Comparative table of demographic and clinical characteristics of patients included

Mantle cell lymphoma | Chronic lymphocytic Multiple myeloma
(n) leukemia (n) (n)
31 21 347

Male/female
Median age in years

Comorbidities (n)

Heart disease

Type 2 diabetes
High blood pressure
Renal failure

HIV infection
Others

Time in months from symptoms to contact

Initial symptoms (n)

Fever
Diaphoresis
Weight loss
Lumbar pain
Bone pain
Others

ECOG > 2 (n)
Patients with adenopathies (%)

Median size of adenopathies in cm (range)
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23/8 18/3 173/174
64 (40 to 80) 66 (49 to 84) 59 (38 to 88)
21 (68%) 12 (57%) 233 (67%)
11 (35%) 7 (33%) 141 (40%)
9 (29%) 5 (23%) 4 (1%)
3 (10%) 1(5%) 90 (26 %)
2 (6%) 1 (5%) 24 (7%)
0 0 0
0 0 20 (6%)
5(1to12) 6 (1 to 24) 7.2 (< 1to 48)
7 (22%) 7 (33%) 0
15 (48%) 11 (52%) 0
21 (68%) 12 (57%) 0
0 0 117 (42%)
0 0 43 (15%)
0 0 187
13 (42%) 3 (14%) 76 (22%)
97 100 0
5(2-20) 2 (1-11) =

was found to be high in 24 (75%) patients with
a median of 308 U/L and range of 168 U/L to
688 U/L. Values from hematic biometry at di-
agnosis are shown in Table 2. For staging of the
disease, the Ann Arbor scale was used, finding
14 (45%) patients in stage I, 7 (22%) patients in
stage lll, and 10 patients in stage IV (32%), with
none in stage |. Ten (32%) patients presented
MCL infiltration to one or more organs, includ-
ing bone marrow (n = 6, 19%), Waldeyer’s ring
(n =5, 16%), stomach (n = 3, 8%), liver (n = 3,
8%), intestine (n = 2, 6%), kidney (n = 1, 3%),
skin (n = 1, 3%), and central nervous system
(n =1, 3%). Hospitalization was required in 26
(84%) patients, either to complement diagnosis
or to begin treatment. Table 3 shows the initial
treatment regimens used.

Twenty-one patients with diagnosis of CLL were
included, 18 (86%) male and 3 (14%) female,
with median age of 66 years (range 49 to 84
years). At the time of diagnosis, 12 patients
presented with one or more comorbidities such
as history of heart disease (n = 7, 33%), type
2 diabetes (n = 5, 23%), high blood pressure
(n =1, 5%), and renal failure (n = 1, 5%); no
patient had human immunodeficiency virus
(HIV) infection. The median time of evolution
from onset of symptoms until the patient visited
a hematologist was 6 months (1 to 24 months),
while the time from first contact with a hema-
tologist until a diagnosis of CLL was established
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Table 2. Result of hematic biometry at diagnosis

2019 octubre-diciembre;20(4)

 [hantecllmpom)

Patients evaluated, n
Hemoglobin, n (g/dL)

<8 2 (7%)
8-12 9 (33%)
> 12 16 (59%)

Leukocytes, n (/mm?)

< 1000 0
1000-10,000 20 (74%)
10,000-30,000 7 (26%)
30,000-50,000 0
50,000-100,000 0
Platelets, n (/mm?)

< 50,000 2 (8%)
50,000-100,000 6 (22%)
>100,000 19 (70%)

NA: not available.

was 30 days (range 1 to 90 days). The initial
symptoms in patients with CLL were weight loss
(n =12, 57%), diaphoresis (n = 11, 52%), and
fever (n =7, 33%), whereas physical exploration
documented splenomegaly and hepatomegaly
in 12 (57%) and 5 (23%) patients respectively.
Adenopathies were found in all patients, with
a median diameter of 2 cm (range 1 to 11 cm).
The most common localization of adenopathies
was in axillae (n =12, 57%) and inguinal region
(n =12, 57%), and less commonly in the neck
(n=9, 43%), supraclavicular fossa (n =7, 33%),
abdomen (n =7, 33%), head (n = 3, 14%), and
chest (n = 1, 5%). In relation to the assessment
of patient function using the ECOG (Eastern
Cooperative Oncology Group) scale, 3 (14%)
patients had values over 2. Laboratory studies
performed at the time of diagnosis (Table 2)
found anemia in 14 (67%) patients, of whom
3 (14%) had hemoglobin below 8 g/dL and 11
(52%) had hemoglobin between 8 g/dL and 12 g/
dL. Thrombocytopenia was documented with

Il lymphoma | Chronic lymphocytic leukemia | Multiple myeloma
27 21 255

3 (14%) 35 (14%)
11 (52%) 129 (50%)
7 (34%) 91 (36%)
0 NA
0 NA
15 (71%) NA
5 (24%) NA
1 (5%) NA
0 3 (1 %)
9 (43%) 20 (8%)
12 (57%) 232 (91%)

platelet counts below 100.0 x 10%/pL in 9 (43%)
patients, and the rest of the patients had platelet
counts above 100.0 x 10°/pL. In relation to total
leukocyte count, 15 (71%) patients had between
10.0 x 10%/pL and 30.0 x 10°/uL, 5 (24%) patients
had between 30.0 x 10°%/pL and 50.0 x 10%
pL, and only one patient (5%) had between
50.0 x 10%/pL and 100.0 x 10%/pL leukocytes. As
part of the CLL diagnosis, the total lymphocyte
count in peripheral blood was taken, finding that
5 (24%) patients had 5.0 x 10°/pL lymphocytes,
7 (33%) patients had between 5.0 x 10%/pL and
10.0 x 10°%/pL, 4 (19%) patients had between
10.0 x 10%/uL and 30.0 x 10%/yL, and 5 (24%)
had more than 30.0 x 10*/pL lymphocytes. Bone
marrow aspirate was taken in 15 patients, and
in all cases the bone marrow was found to be
infiltrated by mature lymphocytes and with ab-
sence of blasts, the median lymphocyte count
in bone marrow was 60% (range 30% to 90%).
Hematic cytometry was requested in only 50%
of patients, with positive results for CD20 and

https://doi.org/10.24245/rhematol.v20i4.3515
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Regimens prescribed as first-line treatment

Mantle cell lymphoma, n = 31

CDRF (cyclophosphamide, fludarabine, dexa-

L 15 (48)
methasone, rituximab)
Methotrexate 5(16)
CEOP (cyclophosphamide, epirubicin, vincris-
. . 5(16)
tine, and prednisone)
R-CHOP 4 (13)
Cyclophosphamide 103)
Radiotherapy 13)
Adjuvant radiotherapy 15 (48)

Chronic lymphocytic leukemia, n = 21

FCDR (fludarabine, cyclophosphamide, dexa-
L 9 (42)
methasone, and rituximab)
CNOP (cyclophosphamide, methotrexate, vin-
o . 5(24)
cristine, and prednisone)
Dexamethasone with fludarabine or cyclo-
B 3(14)
phosphamide
Methotrexate 2 (10)
Chlorambucil combined with prednisone 2 (10)

Multiple myeloma, n = 347

Regimen N (%)

DT (dexamethasone and thalidomide) 158 (45)

Dexamethasone alone 89 (26)

CMP-T (cyclophosphamide, melphalan, pred- 32 (9)

nisone, and thalidomide)

CMOP (cyclophosphamide, melphalan, vincris-

- . 20 (6)

tine, and prednisone)

DAl (interferon, dexamethasone, tretinoin) 17 (5)

Melphalan with prednisone 11 (3)

Other regimens 20 (6)

Adjuvant radiotherapy 262 (75)

Biphosphonates 169 (49)
(

Autologous hematopoietic cell transplantation 31

CDS5 in all cases; no other antigens were tested
for. The ZAP-70 was performed in one patient,
resulting positive. For staging of the disease, the
Binet and Rai scales were used. On the Binet
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scale, 4 (19%) patients were found in stage A, 10
(48%) patients in stage B, and 7 (33%) patients in
stage C. In the Rai classification, 2 (9%) patients
were found in stage or 5 (24%) patients in stage
1, 5(24%) patients in stage 2, 4 (19%) patients in
stage 3, and 5 (24%) patients in stage 4. Table 3
summarizes the initial treatment regimens used.

Three hundred fourty-seven patients were in-
cluded in the MM group, 173 (49.5%) male and
174 (50.5%) female patients, with median age
of 59 years (range 38 to 88 years). At the time
of diagnosis, 114 (33%) patients had no comor-
bidities, while 233 patients presented with one
or more comorbidities such as history of heart
disease (n = 141, 40%), type 2 diabetes (n = 4,
1%), high blood pressure (n = 90, 26%), renal
failure (n = 24, 7%), hypothyroidism (n =11,
3.1%), history of stroke (n = 3, 0.9%), prostate
cancer (n =3, 0.9%) or rheumatological disease
(n =3, 0.9%); no patient had human immunode-
ficiency virus (HIV) infection. The median time
of evolution from onset of symptoms until the
patient visited a hematologist was 7.2 months
(range < 1 to 48 months), while the time from first
contact with a hematologist until a diagnosis of
MM was established was 20 days (range 6 days
to 36 months). The initial symptoms in patients
with MM for which they sought medical attention
were lumbar pain (n =117, 42%), bone pain do-
lor (n = 43, 15%), pathological fracture (n = 31,
11%), anemic syndrome (n = 18, 6%), clinical
signs of renal failure (n = 8, 3%), other factors
like peripheral vein thrombosis or presence of
tumors (n = 59, 21%), whereas in 71 (20%) pa-
tients the primary symptom was not specified.
In relation to the assessment of patient function
using the ECOG (Eastern Cooperative Oncology
Group) scale, 76 (22%) patients had values over
2. Laboratory studies performed at the time of
diagnosis found anemia in 164 (51%) patients,
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of whom 35 (14%) had hemoglobin below 8 g/dL
and 129 (50%) had hemoglobin between 8 g/dL
and 12 g/dL. Hemoglobin values above 12 g/dL
were found in 91 (36%) patients, whereas in 92
cases the hemoglobin value at diagnosis was not
documented. Thrombocytopenia was found with
platelet counts below 100.0 x 103/pL in 23 (9%)
patients, 232 patients had platelet counts above
100.0 x 10°/pL, and in 92 cases the platelet count
was not documented (Table 2). In relation to
renal function, creatinine below 1.2 mg/dL was
found in 139 (55%) patients, between 1.2 mg/
dL and 2 mg/dL in 61 (24%) patients, between
2.1 mg/dL and 5 mg/dL in 33 (13%) patients, and
above 5 mg/dL in 18 (7%) patients, whereas in
96 (27%) patients results were not documented.
Creatinine clearance was below 60 mL/minute
in 34 (10%) patients. Serum albumin levels were
below 3.5 g/dL in 98 (56%) patients and above
3.5 g/dL in 78 (44%) patients and data was not
obtained for 171 (49%) patients. Serum calcium
was below 8.5 mg/dL in 41 (21%) patients, be-
tween 8.5 mg/dL and 10.5 mg/dL in 106 (54%)
patients, between 10.5 mg/dL and 12.0 mg/dL in
31 (16%) patients, and above 12.0 mg/dL in 18
(9%) patients, while values could not be obtained
in 151 cases. B2 microglobulin values could
be obtained in 136 cases, of whom 49 (36%)
patients had levels below 3.5 mg/L, 35 (25%)
patients were between 3.5 mg/L and 5.5 mg/L,
and 52 (38%) patients were over 5 mg/L. The
presence of extramedullary plasmacytoma
was documented in 73 (21%) patients, while
infiltration of bone marrow by plasma cells
was found in 274 (79%). The median plasma
cell count in bone marrow was 38% (range 2%
to 95%), whereas plasma cells in peripheral
blood were found in 2 patients. Serum protein
electrophoresis was performed in 304 (88%) pa-
tients, detecting a monoclonal IgG spike in 169
(55%) patients, IgA in 77 (25%) patients, IgE in
3(0.9%) patients, IgM in 1 (0.3%) patient, light
chains in 37 (12%) patients, and non-secretory
myeloma in 17 (6%) cases. In 266 image studies
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performed, no osteolytic lesions were detected in
11 (4%) patients, one osteolytic lesion in 19 (7%)
patients, 2 lesions in 18 (7%) patients, 3 lesions
in 18 (7%) patients, and more than 4 osteolytic
lesions in 197 (74%) patients. Table 3 shows the
initial treatment regimens used.

DISCUSSION

Non-Hodgkin mantle cell lymphoma, chronic
lymphocytic leukemia, and multiple myeloma
have as a common characteristic that they are
neoplasms which originate in lymphoid B cells,
they present primarily in adult patients, and
there is no therapeutic option which achieves a
definitive cure.’ Although hematological neo-
plasms are not the primary causes of death in the
general population, based on global statistics,
they are among the 20 most common neoplasms,
making it crucially important to ascertain their
incidence in Mexico, but it is also important to
determine their clinical presentation and the
diagnostic methods used to establish available
therapeutic alternatives and choose that which
offers the greatest advantages to the patient,
taking into consideration quality of life, avail-
ability of treatment in Mexico, compliance with
treatment, overall response, and survival. This
study conducted a descriptive analysis of the
number of cases of MCL, CLL, and MM diag-
nosed at a domestic reference medical center
to gain an overview of clinical manifestations
and the diagnostic methods used with such pa-
tients who are beneficiaries of a social security
system. Although there are some similarities, due
to the difference in diagnostic procedures and
therapeutic regimes, between these 3 neoplasms,
each one was analyzed separately.

MCL is an aggressive B cell lymphoma cha-
racterized by overexpression of cyclin D1 and
t(11;14) translocation, with poor prognosis when
compared with other histological varieties of
NHL, since there is no standard treatment which

https://doi.org/10.24245/rhematol.v20i4.3515
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guarantees a cure.' It most commonly affects
men with median age at onset of 65 years. In this
present study, most patients with MCL were male
(74% vs 26%) with median age of 64 years, simi-
lar to the findings reported in the international
literature.” The etiology of MCL is unknown;
however, an increase in its incidence has been
observed in recent years;' unfortunately, in
Mexico there are no well-structured domestic
statistical studies. The clinical course of the
disease may be indolent or chronic in some pa-
tients,’ for which reason many patients may take
weeks or months before seeking medical care.
In this study, although most patients presented
symptoms like weight loss (68%), diaphoresis
(48%), and even fever (22%), the time to seek
medical care and establish a diagnosis was pro-
longed, with a median of 5 months. In relation to
the stage of the disease at the time of diagnosis,
in this study a majority of patients (45%) were
in Ann Arbor stage I, unlike findings from other
studies including patients of Hispanic origin
where the majority are diagnosed in Ann Arbor
stage | and only 8% are in stage Il, whereas extra-
nodal involvement was also more common than
that reported in other studies (32% vs 14.7%)."

Chronic lymphocytic leukemia (CLL) is a chronic
and usually indolent lymphoproliferative neo-
plasm, characterized by accumulation of CD5+
B cells which have a low rate of proliferation.
In some Latin American countries, it appears
to be less common than in other regions like
Europe and Asia. In Mexico, we lack detailed
information but its incidence appears to be
low;'” there are only some articles on the sub-
ject, one of which is a consensus from the year
2008 which reports a low incidence of cases,”
although it is probable that many cases have not
been reported or even have not been diagnosed
due to the clinical characteristics of the disease.
In European countries the median age of onset
is 72 years and it is twice as common in men as
in women,'®'® whereas in Mexico the median
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age is 63.5 years.” In this article we observed a
median age of 66 years, similar to the findings
reported previously, with higher incidence in
men (86% vs 14%). The clinical presentation of
CLL is variable, but the large majority of patients
(70% to 80%) are asymptomatic at the time of
diagnosis, which is often discovered incidentally
when patients undergo hematic cytometry for
other reasons.

When a patient with CLL presents symptoms, the
most common are weakness, mild fever, weight
loss, diaphoresis, and a higher rate of infection.®
In this study, the most common initial symptoms
were weight loss (57%), diaphoresis (52%), and
fever (33%), while the median evolution time
from onset of symptoms until the patient visited
a hematologist was 6 months, a long time pro-
bably related to the ambiguity of the symptoms.
In more advanced stages of the disease, ade-
nopathies, hepatosplenomegaly, cytopenia due
to medullary failure, or autoimmune processes
like autoimmune hemolytic anemia or auto-
immune thrombocytopenia may be evident."
In the patients included in this study, spleno-
megaly and hepatomegaly were documented in
57% and 23% respectively, while all presented
adenopathies of 1 to 11 cm in diameter, most
commonly located in axillae (57%) and inguinal
region (57%). Thrombocytopenia with platelets
< 100.0 x 10°/pL was documented in 43% of
patients, probably due to medullary failure and in
all cases a negative Coombs test was confirmed.
According to the International Working Group
on CLL in 2008,"?° the diagnostic criteria for
CLL are having a monoclonal lymphocyte count
of 5000/pL or higher in peripheral blood with
at least 3 months’ duration and less than 55%
of prolymphocytes, in addition to having a cy-
tometry showing co-expression of CD5, CD19,
CD20, and CD23. Hematic biometries which
patients underwent at the time of diagnosis
found that a majority (57%) had lymphocytosis
between 5.0 x 10°/pL and 10.0 x 10*/pL. Flow
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cytometry was requested in only 50% of patients,
and was positive in all cases for CD20 and CD5,
with which the diagnosis of CLL was established.
With an established diagnosis, the stage of the
disease could be evaluated using the RAI and
Binet scales to identify patients who would
require observation only and those who would
require treatment, finding that the majority (48%)
were in the intermediate risk group. Only 38%
of patients initially remained under observation;
however, with the passing of time all patients
required some form of treatment.

Multiple myeloma (MM) is a malignant neoplasm
traditionally considered incurable, characterized
by an increase in monoclonal plasma cells in
bone marrow) MM represents 1% of all cancers
worldwide, and its incidence is highest in men
around 60 years of age and in persons with
family history of MM.'? In the group of patients
included in this study, no difference was found
in presentation by gender, affecting men and
women equally, whereas the median age was 59
years, lower than that reported in the literature.
A previous multicenter study with 2733 patients
included that analyzed some racial differences in
relation to myeloma, showed that the median age
of Hispanic patients with myeloma was 74 years
(range: 70 to 80 years).?' At the time a diagnosis
of MM was established, most patients (77%)
had some concomitant disease, most commonly
ischemic heart disease; other comorbidities were
diabetes mellitus, high blood pressure, renal
failure, etc., which may have helped reduce the
intensity of the chemotherapy regimens used. The
median evolution time from onset of symptoms
until the patient visited a doctor was 7.2 months
(range < 1 to 48 months), while the time from
first contact with a hematologist until a diagnosis
of MM was established was 20 days (range 6
days to 36 months). Varga et al*? found that in
a group of 193 patients with MM, the median
time from onset of symptoms to diagnosis was
4.1 months (0 to 35.4 months) and to start treat-
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ment was 5.2 months, observing that the delay
in starting treatment was greater in patients with
better prognosis (initial stages or low-risk cyto-
genetics). The most common initial symptom in
patients included in the study was lumbar pain
in 42% of cases, followed by bone pain (15%),
presence of pathological fractures (11%), ane-
mic syndrome (6%), and clinical signs of renal
failure (3%). Other reasons for which patients
visited a doctor were an event of peripheral vein
thrombosis or the presence of tumoral growth
in 21% of cases. Such symptoms are similar to
those published in the literature.? The functional
quality of patients was found to be significantly
diminished in 22% of cases, with scores above
2 on the ECOG scale and remaining bedridden
more than 50% of the time and requiring care
by family members or nursing. The incidence
of anemia was lower than that found in other
studies (64% vs 72%),% also finding thrombocy-
topenia in 7% of patients. Renal damage could
be observed in up to 50% of patients with MM,
most commonly caused by renal deposits of
immunoglobulins or free chains. In this study,
half of patients presented some level of renal
damage with elevated levels of creatinine; how-
ever, a substantial reduction of glomerular filtrate
was shown in only 10% of cases. Hypercalcemia
in MM is caused primarily by an increase in
bone reabsorption by osteoclasts, activated by
different cytosines secreted locally by tumoral
plasma cells, releasing calcium.

This phenomenon is more common in patients
with a high tumor load.?* In this study, a sig-
nificant percentage of patients (25%) presented
hypercalcemia, although it was above 12.0 mg/
dL only in 9%. The type of immunoglobulin
most commonly secreted in patients with MM is
IgG, followed by IgA, and only light chains were
found in only 15% of cases.?® In this study, the
most common finding was a monoclonal IgG
spike (55%) followed by IgA (25%), IgE (0.9%),
and 1gM (0.3%), while light chains were found

https://doi.org/10.24245/rhematol.v20i4.3515



Nambo-Lucio M], et al. Hematological neoplasms of lymphoid origin

in 37 (12%) patients and 17 (6%) cases of non-
secretory myeloma were diagnosed. A diagnosis
of myeloma was established based on finding at
least 10% of clonal plasma cells in bone marrow
or having the result of a tissue biopsy compatible
with plasmacytoma accompanied by hypercal-
cemia, anemia, renal damage, or bone disease.?

CONCLUSIONS

Most of demographic characteristics of patients
included were similar to those described in the
literature; however, the age of patients with
myeloma was lower, the time to diagnosis was
greater and stage of disease at diagnosis was
higher than expected. This study marks a pre-
cedent and opens the door to new research
studies to assess the standardization of medical
care in patients with hematologic neoplasms.
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