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Abstract

Introduction: Hodgkin's lymphoma (HL) is a rare hematological neoplasm where neoplastic cells form
a minority of the tumor and are surrounded by a reactive inflammatory medium that includes
lymphocytes, eosinophils, neutrophils, histiocytes, and plasma cells. The present study aimed to
describe a population with this pathology and its survival after 7 years of follow-up.

Methodology: This longitudinal study was carried out at the Carlos Andrade Marin Hospital, Quito,
Ecua- dor, from 2013-2019, with a nonprobabilistic sample of patients with HL. Demographic, clinical,
and la- boratory variables, Ann Arbor classification, histological classification, treatment and response,
mortal- ity, and survival time were recorded. Descriptive statistics were used: bivariate and survival
analyses.

Results: Seventy-three patients were analyzed, including 43 men (58.9%). The group of 61 to 70
years was the most prevalent, with 19 cases (26%). There was 1 case (4.1%) with HIV and 7 cases
(9.6%) with immunosuppressants. B symptoms in 49 cases (67.1%). Enlarged lymph nodes were
observed in 15 cases (20.5%). Bulky mass in 5 cases (6.8%). Twenty-two patients died (30.1%).
After survival for 52.8 months, 83.6% received adriamycin, bleomycin, vincristine, and doxorubicin as
1st-line treatments, with complete remission in 61.7%. Ann Arbor stage IV with hazard ratio (HR):
3.47, (95% CI: 1.20 — 6.11, P = 0.04), lymphocyte depletion HR: 4.98 (95% CI: 1.31 — 9.47, P =
0.04). Hemoglobin < 10.5 g/dL HR: 2.40,

(95% CI: 1.47 — 594, P = 0.03), albumin < 4 g/dL HR: 4.02, 95% CI: 1.94 — 7.26, P = 0.01) and
lymphocytes

< 600 cells/puL HR: 4.57, (95% CI: 1.85 — 11.28, P = 0.001).

Conclusion: The prevalence of HL was slightly higher in men, with a ratio of 1.1:1. The incidence was
bimodal, between 31-40 years and between 61-70 years, with B symptoms and enlarged lymph
nodes. Stages Il and Il (Ann Arbor) were the most frequent. Hemoglobin and albumin were lower in
the de- ceased. First-line treatment resulted in complete remission in 61.7% of cases. The absence of
B symp- toms was related to more remarkable survival, advanced stages were related to worse
survival; survival was higher in patients who achieved complete remission with the first line of
treatment; and overall sur- vival was lower than that found in developed countries.
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Introduction

Hodgkin lymphoma (HL) is a rare hematologic neoplasm where neoplastic cells form a minor-
ity of the tumor and are surrounded by a reactive inflammatory milieu that includes lympho-
cytes, eosinophils, neutrophils, histiocytes, and plasma cells [1]. Its distribution is bimodal, with
the first peak at 20 years of age and the second in those over 55 years of age. The exact
etiology is not known, but associated factors, such as Epstein Barr virus (EBV) infection,
family history of HL, and immunosuppression, have been found [2]. The incidence of HL is
increased after solid organ transplantation, a history of rheumatoid arthritis (RA), systemic
lupus erythe- matosus (SLE), and sarcoidosis [1].

The World Health Organization (WHO) recognizes two main types of HL: classical and
predominantly nodular lymphocytes (PLNs). Classic HL accounts for more than 90% of
cases and includes nodular sclerosis (NS), mixed cellularity (MC), lymphocyte-rich (RL), and
lympho- cyte-depleted (DL) variants. The PLN variant makes up approximately 5% of cases
[3].

HL can manifest as painless lymphadenopathy; 50 to 80% of patients have a mass in
the mediastinum, and others have dyspnea, cough, or obstruction of the superior vena cava.
Sys-temic symptoms occur in more than 25% of patients, such as fever, night sweats, and
weightloss (unintentional decrease of more than 10% of body weight over six months) [4].

In order of frequency, patients present with supra-diaphragmatic lymphadenopathy, fol-
lowed by retroperitoneal and inguinal lymphadenopathy. Other sites, such as the spleen,
liver, lungs, and bone marrow, may also be affected. A definitive diagnosis is
histopathological, in which it is necessary to identify Reed-Sternberg (RS) cells [2].

The general objective of this study was to carry out epidemiological, clinical
characteri- zation, and survival analyses of patients with HL evaluated in a specialty
hospital over sevenyears.

Materials and methods

Study design
The present study is observational, descriptive, retrospective, and cross-sectional.

Study area

The study was conducted in the hematology and oncology department of the Carlos
Andrade Marin Specialty Hospital of the Ecuadorian Institute of Social Security in Quito,
Ecuador. The study period was from January 1, 2013, to December 31, 2019.
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Universe and sample

The population was made up of patients admitted to the hospitalization of the institution. The
sample calculation was nonprobabilistic for census-type convenience, in which all possible
analyzable cases are included.

Participants
Adult patients with a histological diagnosis of Hodgkin's lymphoma admitted to the institution
were included. Records with incomplete data were excluded from the analysis.

Variables

Sociodemographic variables were included: age, sex, ethnicity, and origin. Clinical
variables: comorbidities, immunosuppressive treatment, family history of lymphoma, B
symptoms, his- tory of HIV, onset symptoms, Ann Arbor classification, presence of chest
mass, histological classification (WHQO); Paraclinical variables: T lymphocytes, hemoglobin,
platelets, albumin, creatinine. First-line treatment and response, second-line treatment and
response, third-linetreatment and response, radiotherapy, mortality, and survival time.

Procedures, techniques, and instruments.

The data were collected from the clinical history in a form designed exclusively for that pur-
pose. The institutional electronic system was used for case investigation. The following root
codes of the ICD-10 international classification related to Hodgkin lymphoma (C81) were used.
The database was coded with serial numbers, thus protecting the confidentiality of the infor-
mation and identity of the patients.

Bias avoidance

To guarantee the reliability of the information, the researchers were trained in data
collection, and a double checklist was used to include all cases. The data were validated
and curated by the researchers FVQG and RNTT. To avoid possible interviewer,
information, and memory bi- ases, the data were guarded at all times by the principal
investigator with appropriate guide- lines and records. Observation and selection bias was
avoided by applying the participant se- lection criteria. All the clinical and paraclinical
variables of the hemodialysis sessions of the period above were recorded. Two
researchers independently analyzed each record in dupli- cate, and the variables were
recorded in the database once their agreement was verified.

Statistical analysis

Initially, a descriptive univariate analysis of the sample is performed, and survival analysis
is presented in a secondary analysis. In the bivariate analysis, 2 x 2 tables were used to
compare the proportions of qualitative variables. The chi-square test and the odds ratio (OR)
were used for statistical interpretation. The p value as a significant measure was less than
0.05, and the Kaplan-Meier method was used for survival analysis. The statistical package
used was SPSS version 21.0 for PC (Armonk, NY: IBM Corp.) licensed by the Pontificia
Universidad Catolica del Ecuador.
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Results

Study participants
The study included 73 analyzable cases (Figure 1).
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\Figure 1. Study participants. /

Sample characterization

There were 43 men (58.9%) and 30 women (41.1%). The most prevalent group was 61 to
70, with 19 cases (26%) (Table 1). Sixty-eight cases (93.2%) were of mestizo (Hispanic)
ethnicity, 3 were Afro-Ecuadorian (4.1%), one was an indigenous patient (1.4%), and 1 was
an Anglo- Saxon patient (1.4%). Seven cases were from the Ecuadorian coast (9.6%), 65
cases were fromthe mountains (89%), and 1 case was from the east (1.4%). A total of 75.3%
of the participants did not present with diseases prior to the diagnosis of HL. A total of 75.3%
of the patients were screened for HIV, and 4.1% were reactive to this virus. A total of 9.6% (7
cases) received treat- ment with immunosuppressants. A total of 9.6% (7 cases) had a
family history of neoplasms.

Table 1. Comorbidities and pathological antecedents in the study

group.
n=73 Percentage Accumulated percent-
age
Age
18 to 30 years 12 16.4% 16.4%
31 to 40 years 17 23.2% 39.6%
41 to 50 years 6 8.2% 47.8%
51 to 60 years 6 8.2% 56.3%
61 to 70 years 19 26.0% 82.3%
71 to 80 years 10 13.6% 95.9%
>81 years 3 4.1% 100.0%
Previous comorbidities
Autoimmune diseases 2 2.8% 2.8%
AIDS 3 4.1% 6.9%
Mellitus diabetes 4 5.4% 12.3%
Arterial hypertension 3 4.1% 16.4%
Chronic obstructive pulmonary dis- 2 2.7% 19.1%
Neoplasms 4 5.4% 24.5%
None 55 75.3% 100%
AIDS: Acquired Immunodeficiency
Virus
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Symptoms
At the time of diagnosis, 67.1% of the patients showed B symptoms, and 20.5% had
enlargedlymph nodes. 6.8% showed a bulky mass (Table 2).

Table 2. Clinical manifestations and imaging findings of patients with Hodgkin's lymphoma.
Accumulated percent-

n=73 Percentage
age
B-symptoms 49 67.1% 67.1%
adenomegaly 15 20.5% 87.6%
bulky dough 5 6.8% 94.4%
Fatigue 4 5.4% 99.8%
Abdominal pain 2 2.7% *
Bone pain 1 1.4% *

* Independent events, some patients have more than one symptom.

Laboratory

The average leukocyte count was 6,690 cells/pL; their ranges were between 3,650 and
9,730 cells/pL. The average number of lymphocytes was 1.537 cells/pL, ranging from 0.660
to 2.40 cells/uL. The mean hemoglobin was 13.1 g/dL, where the minimum was 10.61 g/dL,
and the maximum was 15.89 g/dL. In the participants who survived, the mean hemoglobin
was 13.61 g/dL and 11.94 g/dL in the deceased, showing significant differences between
both means (P

= 0.008). The general platelet count was 354.191 cells/uL, with a minimum count of 300.53
cells/uL and a maximum count of 407.85 cells/uL (Table 9). The mean serum albumin
value was 3.53 g/dL, with ranges between 2.7 and 4.3 g/dL. In the survivors, the mean
albumin was

3.70 g/dL (ranging between 2.91-4.49 g/dL) and 3.16 g/dL (ranging between 2.33-3.99
g/dL)in the deceased, with significant differences in the means in both groups (P =0.010).

Bivariate analysis

The analysis of the group of deceased patients of 22 cases (30.1%) was compared with the
group of living patients of 51 (69.9%). The laboratory variables hemoglobin and albumin
werestatistically lower in the deceased group (Table 3).

Table 3. Clinical manifestations and imaging findings of patients with Hodgkin's lymphoma.

Parameter Alive n=51 Deceased n=22 G2 P*

Leukocytes (cells/uL x 103) 6.77 £ 3.03 6.52 +3.16 0.320 0.750
Lymphocytes (cells/pL x 103) 1.64 £0.79 1.31+1.01 1,508 0.136
Hemoglobin (g/dL) 13.61+2.39 11.94 +2.38 2,747 0.008*
Platelets (cells/pL x 103) 403.55 +630.78 239.77 +143.22 1,200 0.234
Albumin (g/dL) 3.70+£0.79 3.16 £0.83 2,636 0.010
Creatinine (mg/dL) 1.05+1.14 1.27+1.5 -0.703 0.484
Age >61 years 19 (36.8%) 13 (62.7%) 3,910 0.048
sex woman 22 (43.1%) 8 (36.4%) 0.291 0.589
Family history of neo 6 (11.8%) 1 (4.5%) 0.924 0.336
With comorbidities 11 (21.6%) 7 (31.8%) 2,485 0.478
Treatment with immunosuppres- 6 (11.8%) 1 (4.5%) 0.924 0.336
B-symptoms 32 (62.7%) 17 (77.3%) 1.47 0.225
Bulky 4 (7.8%) 1 (4.5%) 0.262 0.609

The T Value: applies to variables in scale; the X 2vale gapplies to proportions.
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Age over 61 years was more prevalent in the deceased group; in the rest of the categorical
variables, there were no statistically significant differences (Table 3: last six rows). The
most frequent histological type was mixed cellularity (MC), representing 43.8%, followed by
the nodular sclerosis variant (NS), at 28.7%. The patients who died presented the most
histological variants of BC, followed by Ilymphocyte depletion (50% and 27.3%,
respectively). According to the response to treatment, there were significant differences in
the cases of the group of deaths from first-line treatment and their complete remission
(Table 4).

Table 4. Histological type and treatment concerning the mortality of patients with Hodgkin's lymphoma.

Parameter Alive n=51 Deceased n=22 Up2 pP*
Lymphocyte-predominant nodular 5 (9.8%) 4 (18.2%)
Rich in lymphocytes 1 (2.0%) 1 (4.5%)
nodular sclerosis 21 (41.2%) 6 (27.4%) 3620 0.460
mixed cellularity 21 (41.2%) 11 (50.0%)
lymphocyte depletion 3 (5.9%) 0
Classification Ann Arbor
Stage | 5 (9.8%) 1 (4.5%)
Stage |l 20 (39.2%) 6 (27.3%) 3,255 0.354
Stage Il 15 (29.4%) 6 (27.3%)
Stage IV 11 (21.6%9 9 (40.9%)
1stline treatment
ABVD* 49 (96.1%) 12 (54.5%) 19,301 0.001
Other 2 (3.9%) 10 (45.5%)
Response to 1st line treatment
complete remission 43 (84.3%) 2 (9.1%)
partial remission 3 (5.9%) 2 (9.1%) 39,638 0.003
Progression 5 (9.8%) 18 (81.8%)
2nd line treatment
Yes 5 (9.8%) 2 (9.1%) 0.009 0.924
None 46 (90.2%) 20 (90.9%)
Type of 2nd line treatment
ICE 2 (33.3%) 1 (50%)
DHAP 1 (16.7%) 0 (0%) 0.444 0.801
ESHAP 3 (50.0%) 1 (50%)
Response to 2nd line treatment
complete remission 1 (20%) 0 (0%)
partial remission 2 (40%) 0 (0%) 21 0.35
Progression 2 (40%) 2 (100%)
Radiotherapy
Nope 35 (68.6%) 16 (72.7%) 0.123 0.726
Yes 16 (31.4%) 6 (27.3%)

*ABVD: Adriamycin, bleomycin, vinblastine, dacarbazine, **ICE: ifosfamide, carboplatin, etoposide, DHAP: cytara-
bine, cisplatin, dexamethasone, ESHAP: etoposide, methylprednisolone, cytarabine, cisplatin.***Pearson Chi-
Square

Overall survival

The median survival was 52.8 months (95% CI: 43.11 — 62.56). In patients between 31 and
40

years of age, survival was 31.5 months (95% CI: 19.6 — 43.4); 28.3 months (95% CI: 4.6 —
52.1)

in the group of 41 to 50 years; 25.2 months (95% CI: 14 — 36.4) in patients between 61 and
70years old and three months (95% CI: 0 — 7.1) in those older than 81 years, with no
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difference between the strata (P = 0.092). There were no differences in survival by sex. Pa-
tients with B symptoms had a survival of 49.7 months (95% CI: 38.1 — 61.3), without B
symp-toms of 55.9 months (95% CI: 41.2 — 70.6) (Figure 2).

Patients with stage Il and IV disease had an increase in mortality of 19.4% and
19.8%, respectively; at 40 months, patients with stage IV disease had a mortality of 47.9%;
at 60 months, the mortality was 61.15% (P = 0.033) (Figure 3).

Patients with stage IV disease (Ann Arbor) had a survival of 36.2 months (95% CI:
21.3 -51.0), and those with stage lll disease had a survival of 53.8 months (95% CI: 37.2 —
70.5) (Table 5). Patients with complete remission had a survival of 77.3 months (95% CI:
70.9 — 83.7), patients with partial remission of 36.7 months (95% CI: 11.6 — 61.8), and
patients with progression of 20.2 months (95% CI: 9.7 — 30.6) (Table 5). Patients who did
not receive radio- therapy (RT) had a median survival of 50.3 months (95% CI: 39.4 — 61.3),
and those who re- ceived RT had a median survival of 54.6 months (95% CI: 36.8 — 72.4)
(P =0.657) (Table 5).

Cox regression.

Previous treatment with immunosuppressants increases the probability of death, HR:
1,594, family history of Lymphoma HR: 3,379, the presence of B symptoms at the time of
diagnosis HR: 1.615, patients with Ann Arbor stage 1V have an HR: 3.474, patients with the
histological type of DL had HR: 4.975, patients with hemoglobin <10.5 g/dL, HR: 2,395,
albumin <4 g/dL, HR: 4.020, lymphocytes < 600 cells/pL had HR: 4. 572. Partial remission
with the first line of treatment increased mortality with an HR of 9.331 and disease
progression with an HR of

23.299 (Table 6).

Sintomas B
5 s
1Y

0,87 *

0,6

0,47 T
Log Rank (Mantel-Cox): 0.940 p=0.033

Supervivencia acumulada

0,2

0,0

T T T T T
oo 20,00 40,00 60,00 80,00 100,00

Meses

Figure 2. Survival analysis according to symptoms B.
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Table 5. Survival concerning study variables.

Variable Mean Cl
95%
Lower limit Upper limit
Age
18 to 30 years 17.3 6.1 28.4
31 to 40 years 31.5 19.6 43.4
41 to 50 years 28.3 4.6 52.1
51 to 60 years 18.3 0.0 38.4
61 to 70 years 25.2 14.0 36.4
71 to 80 years 15.6 1.1 30.1
Older than 81 years 3.0 0.0 7.1
Sex
Female 46.3 34.1 58.5
Male 52.0 39.8 64.2
B-symptoms
Yes 49.7 38.1 61.3
No 55.9 41.2 70.6
Ann Arbor Classification
Stage | 58.0 29.1 86.9
Stage I 61.7 47.6 75.8
Stage Il 53.8 37.2 70.5
Stage IV 36.2 21.3 51.0
Response to first-line treatment
Complete remission 77.3 70.9 83.7
Partial remission 36.7 11.6 61.8
Progression 20.2 9.7 30.6
Radiotherapy
No 50.3 39.4 61.3
Yes 54.6 36.8 72.4

Cl: confident interval

Discussion

In this study, the proportion of men was 58.9%, similar to previous studies in Spain [5] and
Latin America [6], with 459 patients and 6800 cases with 62% and 55% men, respectively.
Clearly, HL has been described as a male-predominant disease. According to SEER, the
life- time risk of developing the disease is 0.26% in men and 0.22% in women.

According to the American study [7], with 41,405 cases, there was a greater
prevalence between 20-29 years (23.8%), followed by 30-39 years (19%), which differs
from the present study, where the most affected were 61-70 years (26%), followed by 31-
40 years (23.2%), in contrast to the present findings, in a Latin American cohort [8], with 75
patients, in which the most affected group was between 18 -38 years (68%). It is known that
in industrialized coun- tries, the presentation is bimodal, while in developing countries, the
incidence is high in child- hood and decreases with age, which differs markedly in the present
study because it does not consider the pediatric population. In this study, 93.2% of patients
self-identified as hispanic.
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Table 6. COX regression with survival concerning study variables.

Risk factor HR gcé% p
Lower limit Upper limit
Sociodemographic, history, and clinical presentation
Male sex 1.263 0.527 3.027 0.601
Treatment with immunosuppressants 1.594 1.112 4.006 0.045
Family history of Hodgkin lymphoma 3.379 1.451 5.291 0.024
Presence of B Symptoms 1.615 1.027 3.671 0.034
Classification Ann Arbor
Stage | 1.682 0.223 12.659 0.614
Stage I 1.737 0.678 4.448 0.250
Stage Il 1.942 0.368 3.408 0.100
Stage IV 3.474 1.202 6.112 0.036
histological type
Lymphocyte-predominant nodular 2.096 0.698 6.296 0.187
Rich in lymphocytes 1.654 0.220 12.410 0.625
nodular sclerosis 1.265 0.493 3.244 0.425
mixed cellularity 1.754 0.455 2.444 0.302
lymphocyte depletion 4.975 1.313 9.472 0.041
Laboratory parameters
Hemoglobin < 10.5 g/dL 2.395 1.466 5.941 0.029
Albumin < 4 g/dL 4.020 1.936 7.257 0.011
Leukocytes > 15,000 cells/uL 2.885 0.446 11.648 0.057
Lymphocytes < 600 cells/pL 4.572 1.853 11.282 0.001
Response to first-line treatment and other treatments
partial remission 9.331 1.306 16.683 0.026
Progression 23.299 5.384 44.826 0.002
Radiotherapy 1.235 0.482 3.161 0.660

HR: Hazard Ratio, Cl: Confidence Interval

In the present study, 89% of the patients referred to the Sierra region as their place of resi-
dence, most of them residing in Quito since the Carlos Andrade Marin Hospital is the area
of influence.

Regarding comorbidities prior to the diagnosis of HL, the present study highlighted
arterial hypertension and diabetes mellitus 2, whose frequency is close to what was
previously found [8], with 5.4% hypertensive and 2.7% diabetic but different from what was
previously found. As evidenced in an English population [9] with 7,420 patients, at least 5%
had arterial hyperten- sion, and 15% had diabetes. At least 9.3% of the Ecuadorian
population suffers from high blood pressure and 7.6% from diabetes, which explains these
results.

A total of 4.1% of the patients had HIV infection, which is consistent with the American
descriptive study [10], with 22,355 cases, of which 3.79% were PLW; different from what
was reported in Africa [11], with 219 patients with HL, 17% were HIV seropositive due to the
general prevalence of HIV in that population.

In the present investigation, 4% of the patients presented autoimmune diseases,
including rheumatoid arthritis (RA) and systemic lupus erythematosus, with no statistical
association with HL. Several studies have shown that the use of immunosuppressants
promotes the ap- pearance of neoplasms, especially in late periods, according to a
systematic review [12]: it is indicated that the use of immunosuppressants is related to an
increased risk of cancer. In this sense, in a Swedish study with 12,656 cases of RA, the risk
of presenting HL with the use of
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corticosteroids was HR 0.5 [95% CI: 0.3-0.8] and with methotrexate (HR 0.9 [95% CI 0.9—
1.0])[13]. The present study showed that 9.5% of patients received immunosuppressants.

Familial HL represents 4.5% of all cases; in adolescents and young adults, there is a
99- fold increased risk among monozygotic twins and a 7-fold increased risk among
siblings. In the present cohort, a lower percentage was obtained (2.7%); a Nordic descriptive
study involv- ing 57,475 first-degree relatives of 13,922 HL patients reported a 5.4- to 5.8-fold
increased risk of HL in first- and second-degree relatives, respectively. This difference may
be because the results we compared were obtained from a database [14].

At least two-thirds of the patients had B symptoms, different findings from previous re-
ports [6] of 26.6%, which depends on the earlier diagnosis, and most of the patients in this
study were older than 60 years, in whom the predominance of B symptoms is known as an
atypical presentation.

A total of 20.5% of the patients debuted with enlarged lymph nodes, which differs
mark-edly from the Mexican study [15], with 2278 patients, with a prevalence of 71.4%, and
from anlraqi study [16], with 103 cases, where the frequency was 71.4%. An explanation in
which pain- less adenopathies at the local level are not a manifestation for which patients
usually consult. The bulky mass influences prognosis and treatment planning; according to
some reports,
the prevalence is 30-50% [1, 8]; in this investigation, it was 7.8%, which the small number
of study participants could have influenced.

According to the World Health Organization, 95% of cases are classic HL, and 5% are
NLPHL; the first group includes EN (70% of cases), CM (20% of cases), rich in
lymphocytes (5% of cases), and lymphocyte depletion (5% of cases). In the present report,
the most frequent histological types were BC, representing 43.8%, followed by the EN variant
28.7%, which differsfrom a previous study with reports between 44% and 51% [18-20].

In the present study, 35.6% were classified as stage Il, and 28.7% as stage lll, which
is close to that cited by Cabrera et al. [19], who described that stage Il was present in 36%
and stage Il in 28%, but it is different from what was previously found [6], in which 27.7%
were classified as stage I, and 14.8% were classified as stage Il

Regarding laboratory studies, in the present study, hemoglobin was 12.77 g/dL,
lympho- cytes 1,537 pL x 10, platelets 321,000 pL, and albumin 3.5 g/dL; close averages
have been previously reported [21], similar to what is done in other countries [22-23]. With
the ABVD scheme, complete remission was 61.6%, similar to that found in a Latin
American study [24], in which 57% achieved remission.

A total of 30.1% of the patients were treated with radiotherapy (RT); reported RT use
ranged from 22.7% to 45.05% [15, 25].

At month 45, survival was 60%, notably far from what was found in a population-based
study, which included nine SEER cancer registries (16,488 cases), in which survival was
80% [26]. In the present group, there was a delay in the start of treatment and its
irregularity.

The survival of patients who achieved complete remission with first-line treatment was
90%, similar to that described by Jaime - Perez et al. [24], with survival between 73.8-
89.2%.

With the factors involved in the increase in mortality, the study by Yu et al. [18 ]
determined that the presence of B symptoms increases the risk of mortality with an HR of
2.13 (P = 0.029), which is somewhat lower than that found in the present study, where B
symptoms increase the risk of death with an HR of 1.615 (95% CI: 1.027 — 3.671; P =
0.034). In contrast, Jaime etal. [24] described an increase in mortality with an HR of 0.38 (P
=0.22)
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The increased mortality risk could be because most patients with B symptoms are
older than 45 years, which constitutes an additional unfavorable prognostic factor. The
advanced stage of Ann Arbor increases the risk of death with an HR of 3.474, Cl 95%:
1.202 — 6.112; P =0.036), which is close to what was found in the study by Biasoli et al.,
2016, with 674 cases, where the advanced stage was associated with an increased risk of
mortality with an HR: 2.6; 95% CI: 1.265.51; P = 0.01, Ebied et al., [25], who found
advanced stages increased the prob- ability of death with HR 1.98, 95% CI: 1.68-2.34; P
<0.0001.

In addition, patients with the histological type of lymphocyte depletion also showed a sig-
nificant increase in the probability of death during follow-up (HR 4.975, 95% CI: 1.313 —
9.472; P = 0.041); the risk was more significant than that indicated in previous work [6],
where the probability of death had HR 3.39 95% CI: 1.49-7.71; P =0.01. Previous
treatment with immu- nosuppressants increased the probability of death at follow-up, with
an HR of 1.594 (95% Cl:1.112 — 4.006, P = 0.045).

The increased mortality risk is also related to the use of immunosuppressive drugs. In
this study, the exposure time was not considered, so these data cannot be extrapolated to
ourpopulation.

Conclusions

The prevalence of HL was slightly higher in men than in women, with a ratio of 1.1:1. The
incidence by age had two peaks, between 31-40 years and between 61-70 years. Diabetes and
hypertension were the significant comorbidities prior to diagnosis. The most frequent symp-
tomatology was B symptoms, and the second most frequent clinical manifestation was en-
larged lymph nodes. A bulky mass was described in less than 10% of the participants. The
most common histological types were CM and EN. Stages Il and Il (Ann Arbor) were the
most frequent. The average hemoglobin and albumin levels were lower in the deceased.
For first- line treatment, ABVD was used, with complete remission in 61.7% of cases. The
absence of B symptoms was related to more remarkable survival; advanced stages were
related to worse survival; survival was higher in patients who achieved complete remission
with the first line of treatment; survival was not affected by the use of radiotherapy; and
overall survival was lowerthan that found in developed countries.
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