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Abstract

Living at high altitude is related to the development of adaptive mechanisms in humans,
high altitude (HA) diseases occur in areas greater than 2.500 m.a.s.l. where oxygen levels
decrease to 75% in relation to sea level. This O: deficiency causes an activation of chain
mechanisms for adaptability to the environment. Millions of people around the world live at
HA and can develop diseases due to a malfunction of the body, mainly caused by hypoxia,
among these are chronic mountain disease (CMS) and excessive erythrocytosis (EE). The
Andean population does not assimilate hypoxia induced by HA as do other mountaineers
around the world (e.g. Tibetans). Appropriate medical information from EE is necessary
to provide proper diagnosis and medical care for high-altitude people. The objective of this
project is to investigate the risk factors for the development of EE based on the degree of
HA. Taking this into consideration, two groups of patients will be examined, each of them
inhabitants of different altitude regions (2.800 - 3.200 m medium HA (NA); and > 3.600
m HA) who will be scrutinized for the following selected variables: demography (sex, age
and weight); health status variables (vital signs) and blood count variables (hematology).
Cramer’s V statistical analysis, simple and multiple logistic regression will be carried out
to reveal the presumed risk factors that sustain the EE.

Keywords: EE, Hemoglobin, High-altitude, Andean.
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Resumen

Vivir a gran altura, esta relacionado con el desarrollo de mecanismos adaptativos en el
ser humano, las enfermedades de gran altitud (GA) se producen en zonas mayores a 2.500
m.s.n.m donde los niveles de oxigeno disminuyen al 75% en relacién a nivel del mar. Esta
deficiencia de O: ocasiona la activacion de una serie de mecanismos para la adaptabilidad
al medio. Millones de personas en todo el mundo viven a gran GA y pueden desarrollar
enfermedades debido a un mal funcionamiento del organismo, principalmente ocasionados
por la hipoxia, entre estas se presentan la enfermedad crénica de montana (ECM) y la
eritrocitosis excesiva (EE). La poblacion Andina no asimila la hipoxia inducida por GA
como lo hacen otros montaneses alrededor del mundo (ej. Tibetanos). La informacién
médica apropiada de EE es necesaria para dar un diagnéstico y atencion medica adecuados
para las personas que habitan a GA. El objetivo de este proyecto es investigar los factores de
riesgo para el desarrollo de EE en funcion del grado de GA. Tomando esto en consideracion,
se examinaran dos grupos de pacientes, cada uno de ellos habitantes de diferentes regiones
de altitud (2.800 — 3.200 m.s.n.m.) media GA (NA); y (> 3.600 m.s.n.m. GA) que seran
escudrinados para las siguientes variables seleccionadas: demografia (sexo, edad y peso);
variables de estatus de salud (signos vitales) y variables de conteo sanguineo (hematologia).
Analisis estadistico por V de Cramer, regresion logistica simple y multiple se llevaran a
cabo para revelar los supuestos factores de riesgo que sustenta el EE.

Palabras Clave: EE, Hemoglobina, Gran-altura, Andino.
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Chapter 1

Introduction

1.1 Background

1.1.1 Erythrocytes

Erythrocytes are blood cells, their main function is oxygen transportation through different
tissues of the body (Arderiu, 1997). In humans, there are around 4.5 million (women) and
5.4 million (men) cells per microliter of blood (Bianconi et al., 2013). When significantly
lower ranges of these cells are present, it is known as anemia (< 4.2 million cell/ul in
women and < 4.7 million cell/ul.), the excess of erythrocytes is known as polycythemia
(> 5.4 million cell/ull in women and > 6.1 million cell/uli in men) (Hall, 2016).

1.1.2 Erythropoietin

Erythropoietin, erythropoietic stimulating factor, or EPO. Is a growth hormone, their
principal function is the response to changes on oxygen level in the blood. In the case of
hypoxia, that occurs at HA, oxygen level decrease to less than 75% available at sea level. It
triggers an erythropoietin response that stimulates erythrocyte production (erythropoiesis)
to increase red cell mass therefore enhancing oxygen reception and transportation. (Elliott
et al., 2008).

1.1.3 Hemoglobin

Hemoglobin (HGB) is a red-colored hemoprotein, which carries Oz, CO2 and is also related
to the regulation of blood pH. It has a quaternary structure, with a heme group (stores
a Fe™ atom) in each of its four subunits (Arderiu, 1997). Attached by weak bonds to an
oxygen molecule, each hemoglobin carries eight oxygen atoms (Maschio et al., 2010).

1.1.4 Hematocrit

Hematocrit (HCT) is the solid portion percentage in a blood sample, consists almost en-
tirely of the volume occupied by red blood cells. Its value in women is between 36%

1



2 CHAPTER 1. INTRODUCTION

and 46%, for men between 41% and 53%. Values will depend on age, physical condition,
altitude, and habits (diet, smoking) (Chernecky and Berger, 2012).

1.1.5 High altitude hypoxia

At HA, more than 2.500 m.a.s.l., the human body is in a hypoxic state. The increase
in erythrocytes at HA also causes a decrease in the saturation degree, producing less
hemoglobin that carries oxygen (Reeves and Leon-Velarde, 2004). As a compensation
process, an increasing amount of hemoglobin is produced, which increases the oxygen
transport capacity and is modified to adequately contribute its content to the body’s
tissues (Basnyat and Murdoch, 2003; Fandrey et al., 2006; Franke et al., 2013). There
are three mechanisms in the body that response to being in a hypoxic state due to height.
Accommodation is the initial response to this condition, there are an increase of ventilation
and heart rate. Acclimatization is a certain degree of tolerance to low oxygen levels after
staying for a period of time at HA and will see the effects of erythropoietic action (Gonzales
and Tapia, 2007). Lastly, adaptation allows people living under hypoxic and hyperbaric
conditions. Through genetic variations and a suitable acclimatization process, the body
can maintain at HA permanently. This last mechanism generally requires a process that
occurs through hundreds or thousands of years after several generations.

1.1.6 Secondary erythrocytosis

Erythrocytosis is an erythrocyte mass increase, usually adjusted to values that depend on
the laboratory measurement method, altitude, and sex (Greer et al., 2014). As a diagnosis
method, hematocrit values grater than 50% are used to diagnose polycythemia (Villafuerte
and Corante, 2016; Zubieta-Castillo et al., 2006). It usually will present as a comorbidity
of different chronic respiratory diseases: cyanotic congenital heart disease, chronic alveolar
hypo ventilation, or poor adaptation to altitude (Alvarez-Sala Walther, 1989).

1.1.7 What is high altitude erythrocytosis?

For secondary erythrocytosis, presenting more frequently in hypoxic origin, generally in
cases of decrease in oxygen saturation (SatO:), or arterial oxygen pressure (PaO). It has
been suggested an acclimatization mechanism to improve the function of erythrocytosis,
without being adaptive. By maintaining a constant high level of red blood cells, a heated
person will, over time, begin to show signs of CMS (Gregorietti Di Nella et al., 2018).
Hypoxemia weakly induces an erythrocyte production, therefore, acts as a mediator to the
EPO response. The hypoxia-inducible factor (HIF) works as the most relevant mediator
in erythropoietic response at low oxygen levels, absorption increase, and iron utilization.
An adequate spinal response to hypoxemia depends on hemoglobin, a correct oxygen dis-
tribution depends on its synthesis, which is not guaranteed by increasing the volume of
erythrocytes in the blood (Haase, 2010; Stradling and Lane, 1981).
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1.1.8 CMS

Chronic mountain sickness, also known as Monge’s disease or CMS, is a maladaptive dis-
ease, occurs in people who have a prolonged residence in high altitude sites (> 2.500
m.a.s.l). Its signs and symptoms are headache, tinnitus, shortness of breath, cyanosis,
sleep disturbances, vein dilation, right ventricular hypertrophy, and fatigue (Wu et al.,
2005). The diagnosis came from laboratory indicators, HGB 21 g/dL in men, HGB 19
g/dL in women, HCT > 65%, and SatO: < 85% in both genders (West, 2010), also, a
diagnostic method that includes symptoms known as "Qinghai Score”.

This disease shows clear polycythemia and hypoxemia, the excessive production of red
blood cells due to erythropoietic action, increases the blood viscosity, making it difficult to
cross the thinnest blood vessels. The treatment can be taken by different approaches, each
with its own inconvenience, through phlebotomies (not very practical); acetazolamide as
a pharmacological agent (side effects) (Swenson, 1998; Pichon et al., 2012; Richalet et al.,
2005, 2008; Rivera-Ch et al., 2007) and displacement of residence at sea level (inconvenient
due to socio-economic aspects).

1.1.9 Illness related with EE

High levels of erythrocytes are related to cardiovascular diseases develop, as the erythrocyte
mass increases, blood viscosity increases. HCT levels also increase and, therefore, there is
an increased risk of coronary heart disease, occlusive vascular disease and decreased cerebral
blood flow (Corante et al., 2018; Thomas et al., 1977). Also, as a consequence of EE, a
relationship with renal failure has been found in animal models, causing chronic failure,
possibly due to the increase on the filtration fraction and renal plasma flow reduction
(Davis et al., 2015; Lozano and C., 1965; Shih and Huang, 1998). Another consequence
found in animal studies is a tissue endothelial system marked response causing increased
mortality after blocking vasodilation mediated by nitric oxide (Quaschning et al., 2003).
The mechanisms that cause the increase in red cell mass are not understood completely.
Erythropoietic activity mediates generation of new erythrocytes, a malfunction of this in
response to various stimuli (transplantation, anemia, stress) results in erythropoiesis, which
can occur in the spleen or liver, increasing erythrocyte levels (Franke et al., 2013).

1.1.10 Studies in South America

Several studies have been developing on HA inhabitants. Nearly 140 million people live
in these conditions worldwide. Differences in adaptation have been evidenced, in Tibetans
and Sherpas that show oxygen saturation and hematocrit similar to the reference values
observed in residents at sea level (Beall, 2006; Bigham, 2016; Bhagi et al., 2014; Crawford
et al., 2017; Hainsworth and Drinkhill, 2007; Jacovas et al., 2018; Moore, 2017; Painschab
et al., 2015; Peng et al., 2011; Simonson et al., 2015). On the other hand, in American
continent populations, especially in the Andean countries, a clear maladaptation to HA is
evidenced (Beall et al., 2002; Leén-Velarde et al., 2005; Monge et al., 1992). This difference
in results could be associated with evolutionary trends and the history period in which
populations have been established at HA (Beall et al., 2002; Moore et al., 2007). Most
of the studies in Andean countries have been carried out in Peru and Bolivia (Painschab
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et al., 2015), also, although to a lesser extent, studies from other countries in this region
(Ferndndez et al., 2006; Rodriguez MA, Schlottfeldt V, Inchaustegui JL, Herrera C, 2007;
Gonzales and Tapia, 2007) and a few related with HA in Ecuador (Davis et al., 2015; Sdenz
et al., 2008).
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1.2 Problem statement

In Ecuador, an Andean country, several cities are ubicated in HA, which cover approxi-
mately 6.6 million inhabitants, with permanent residence in altitudes higher than 2.500
m.a.s.] (Villacis B., 2011). Due to the lack of resources and mobility restriction, the most
remote populations cannot get access to a proper health treatment. Which is why, for vis-
itors and residents of HA, the prevention and information are utmost important, specially
in the study of factors related to polycythemia development. Few epidemiological studies
have been carried out on HA diseases in Ecuador, compared to Peru and Bolivia, despite
the ethnic diversity of each region (Gutiérrez et al., 2014; Naeije and Vanderpool, 2013;
Painschab et al., 2015; Saenz et al., 2008; Zubieta-Castillo et al., 2006; Zubieta-Calleja
et al., 1995).
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1.3 Objectives

1.3.1 General Objective

o Finding risk factors for developing EE in patients living in Zumbahua (Cotopaxi)
during the 2007 - 2018 period.

1.3.2 Specific Objectives

o Establish the prevalence of EE patients compared to inhabitants > 3.600 m.a.s.l. and
people living at < 2.300 m.a.s.l..

e Determine the relationship between demographic, environmental, health, blood test,
and prevalence variables in EE.

o Compare the prevalence of EE at different altitudes and analyze the influence of some
variables.

o Compare the relative impact of health variables and blood tests on the development
of EE.

e Build a model capable of predicting the EE development with the most correlated
variables.



Chapter 2

Methodology

2.1 Description

2.1.1 Study Zone

In this study, we compared two cohorts of patients between 2007-2018 years, the first with
patient’s resident at > 3.600 m.a.s.l and the second < 2.300 m.a.s.l. In both cases, we will
perform a statistical study of patients with evident EE signs (HGB > 21 g/dL in men,
HGB > 19 g/dL in women, HCT > 51% in men, and > 46% in women). Subsequently,
in HA group 1, risk factors will be identified for those with EE compared to those with
normal ranges levels. A retrospective cohort analysis was carried out in two groups of
patients. The first, whose information stored in the Claudio Benati hospital, located in
Zumbahua city (Cotopaxi) established at 3.600 m.a.s.l. And the second group from Ibarra
city (Imbabura) at 2.220 m.a.s.1.

Due to the HA location and at the same time geographic remote ubication, more analyzes
were carried out in the first group, since, in case of emergencies, the inhabitants of Zum-
bahua and their visitors must approach the hospital in search of basic medical treatment.
For specialized medical treatment the patient should be transported to another hospital
60 km away. This study was carried out under the “Ley Organica de Protecciéon de Datos
Personales” (Asamblea Nacional Republica del Ecuador, 2019) for scientific research pur-
poses only. The information used is entirely anonymous and not identifies one or a group
of people.

2.1.2 Data collection and Categorization

The information on the patients was obtained from the database for the years 2007 to 2018.
A total of 915 clinical files were analyzed, from hospitals located at 2.200 - 2.300 m.a.s.l.
and 3.600 - 4.400 m.a.s.I. The scrutiny of 721 patients, of which 452 were women and 269
men. A total of 480 patients were HA dwellers and 241 were dwellers at altitudes of 2.200 -
2.300 m.a.s.l. The patients were between the ages of 1 to 96 years. The EE categorization
came from the red blood cells levels, for women, is positive when are obtained values greater
than 5.4 x 10 E6 cells/uL, in the case of men with values greater than 6.1 x 10 E6 cells/uL.
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The conceptualization of the variables are the follow:

Demographic variables

Categorized as: residents of high altitude (3.600 - 4.400 m.a.s.l.) Or inhabitants of normal
altitude (2.200 - 2.300 m.a.s.l.), sex categorized as men and women; body mass index
(BMI) categorized as underweight (< 18.5), normal (18.5 - 24.9) and over-weight (> 24.9);
age categorized as children (1 - 14 years), young (15 - 25 years), adult (26 - 64 years), or
elderly (> 65 years). Age and BMI variables were established according to reference values
(American Cancer Society, nd; Government of Canada, 1998).

Vital variables

For this section we have: systolic pressure (SP), diastolic pressure (DP), heart rate (HR),
breathing frequency (BF), oxygen saturation in the blood (SatO:), and axillary tempera-
ture (°C). This information was classified as low, normal, and high according to Real First
Aid information(Real First Aid, ndb,n).

Blood variables

Categorized as: hemoglobin (HGB), hematocrit (HCT), red blood cells (RBC), white
globes (WBC), platelets (PLT), mean corpuscular volume (MCV), mean corpuscular hemoglobin
concentration (MCHC) and Creatinine. The variables were grouped as: low, normal, high
according to the reference value of Marshfield Labs and Alberta Health Service (Alberta
Health Service, 2018; Marshfield Labs, 2013).

2.1.3 Problem analysis

Statistics

Continuous variables were compared with the t-student test (health status and blood vari-
ables among patients with or without EE). Contingency tables and associations by Cramer
V statistical analysis were used in the variables. Step wise multiple linear regression to
determine significant blood and health variables. Using multiple logistic regression (MLR)
a model was established with the variables significantly associated in the previous analyzes.
For data analysis, SPSS software version 25 for Windows, all analyzes were carried out with
a two-tailed test with an Alpha value of 0.05 as an indicator of statistical significance.



Chapter 3

Results and Discussion

3.1 Results

3.1.1 Missing data in clinical records

For demographic variables, there is no loss of data, except for BMI with a loss of 5.4%. For
vital variables, there are different percentages of loss, all of them less than 15%. For blood
variables, loss is not greater than 2%, except for creatinine with 30.9% loss. Only variables
with at least 80% of the data were taken into account in the binary logistic regression
model.

3.1.2 Analysis of risk factors for CMS associated with EE

This work studies 721 patients (452 women and 269 men), taking as a diagnosis for EE
the high-level parameter (Mean + 2 SD) of RBC in blood, 139 (12.28%) patients showed
levels above the limit (EE) and 582 (80.72%) showed lower or in range values (No EE). The
possible risk variables divide into three categories: demographic, vital signs, and blood.
For continuous variables, separated into different groups, a division was made into three
sections (low, normal, high), considering in the division: age and sex of the patient. Each
category is represented by a number 1 for low, 2 for normal, and 3 for high.
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Demographic variables characteristics are shown in Table 3.1. Altitude group and sex
show a significant P-value, both with P < 0.001. Both age variable and BMI did not show
a level of significance for their analysis.

Variable EE NoEE | vAUe
2-tailed
Group altitude No. (%) <0.001
High-altitude 131 (94.2) 349 (60.0)
Medium-altitude 8 (5.8) 233 (40.0)
Sex: No. (%)
Women 114 (82.0) 338 (58.1)  <0.001
Men 25 (18.0) 244 (41.9)

Age (years) Mean + SD 37.66 (23.02) 35.69 (19.57)  0.353
BMI No. (%) 0.260
Underweight 22 (17.2) 83 (15.0)

Normal weight 56 (43.8) 223 (40.3)

Overweight 50 (39.1) 248 (44.8)

Significant P-values are in bold letter

Table 3.1: Demographic characteristics of the patients in the EE cohort against No EE

cohort.
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Variable EE No EE P-value
n Mean SD n Mean SD
Hemogram:
RBC (10712 cells/uL.) 114 5.86 0.57 338 4.88 0.34 <0.001
HCT (%) 114 49.31 6.67 338 42.70 3.43 <0.001
HGB (g/dL) 114 1633 207 338 1441 157 <0.001
MCV (fL) 114 8410 7.46 337 87.35 6.94 <0.001
MCHC (g/dL) 114 33.01 1.87 337 3279 3.66 0.536
PLT (1079/ L) 112 264.77 90.07 332 27511 71.43  0.217
WBC (10"9/L) 114 966 3.81 335 824 357  0.001
Creatinine (mg/dL) 63 1.02 049 227 086 0.20 0.017
Health signs:
Systolic pressure (mm Hg) 94 108.77 17.62 297 105.66 15.14  0.097
Diastolic pressure (mm Hg) 93 7219 1336 297 68.25 11.18 0.011
Heartbeat (beats/min) 113 86.87 2298 335 84.51 21.84 0.329
Breathing frequency (breaths/min) 101 23.97 6.07 300 22.51 6.44  0.046
O: saturation (%) 109 89.99 747 322 91.80 5.96 0.011
Temperature (C) 109 37.03 0.78 321 36.83 0.79 0.021

Significant P-values are in bold letter

Table 3.2: Contingency tables of contrast between blood variables and vital variables in

the EE cohort compared to the No EE cohort in the women group.

Table 3.2 shows the significance in the case of the vital and blood variables for women.
A priori t-test student analysis, 10 out of 14 of the variables showed a significant P-value.
For the hemogram: RBC, HGB, HCT and MCV show a P-value < 0.001, WBC also show
significance with P = 0.001 and creatinine with P = 0.017. HCT levels are higher in the
case of EE (t (114) = 49.31, P < 0.001), for women normal range are between (36.1% -
44.3%). In the same way, the mean HGB in EE exceeds the limit level of normal ranges
(12.1 - 15.1 g/dL) showing (t (114) = 16.33, P < 0.001). Both are related with the higher
amount of RBC present in EE.
For MCV, WBC, and creatinine, although P-value shows significance in EE, the values are
within normal limits. Regarding the variables of vital signs: diastolic pressure, respiratory
rate and temperature showed significance, however, they are in normal ranges. In the case
of SatO:, it shows levels that tend towards hypoxemia (< 90%) with values of (t (109) =
89.99, P = 0.011), however, it must be related with HA.
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Variable EE No EE P-value
n Mean SD n Mean SD
Hemogram:
RBC (10712 cells/uL.) 29  6.47 0.58 244 534 048 <0.001
HCT (%) 29 5391  9.62 244 4706 4.74  0.001
HGB (g/dL) 29 17.63 207 244 1585 1.62 0.004
MCV (fL) 29 8291 10.34 241 8786 588  0.017
MCHC (g/dL) 29 3244 221 240 31.84 2.09 0.148
PLT (10"79/ L) 29 24997 12435 244 268.78 76.29  0.431
WBC (10"9/L) 20 983 402 242 752 317  0.005
Creatinine (mg/dL) 18  1.04 026 191 1.01  0.28 0.765
Health signs:
Systolic pressure (mm Hg) 22 10545 17.98 216 113.26 18.30  0.057
Diastolic pressure (mm Hg) 22 7045 1296 215 73.09 11.81  0.325
Heartbeat (beats/min) 29 9479 2546 242 8147 21.29  0.002
Breathing frequency (breaths/min) 25 2572  8.15 222 2247 7.18 0.036
O: saturation (%) 28 89.93 559 236 9221 444 <0.001
Temperature (C) 29 3697 094 235 36.75 1.16 0.310

Significant P-values are in bold letter

Table 3.3: Contingency tables of contrast between vital variables and blood variables in

the EE cohort compared to the No EE cohort in the men group.

Table 3.3 shows the significance in the case of the vital and blood variables for men.
A priori t-test student analysis, 7 out of 14 of the variables showed a significant P-value.
For the hemogram: RBC, HCT, HGB, MCV, and WBC show significance. HCT levels are
higher in the case of EE (t (29) = 53.91, P = 0.001) for men normal range are between
(40.7% - 50.3%). In the same way the mean HGB in EE exceeds the limit level of normal
ranges (13.8 - 17.2 g/dL) showing (t (29) = 17.63, P = 0.004)). Both are related with the
higher amount of RBC present in EE.
For MCV, WBC, although P-value shows significance in EE, the values are within normal
limits. Regarding the vital signs variables, the heart rate shows significance, however, they
are in normal ranges. In the case of SatOs, it shows levels that tend to hypoxemia (< 90%)
with values of (t (28) = 89.93, P = 0.011), however, it must be related with HA, specially
because mean value is nearby to a normal range.
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3.1.3 Analysis of EE risk factors

Tables 3.3 and 3.4 show relationship between the occurrence of EE and the possible de-
mographic risk variables in women and men respectively. The Cramer V analysis (¢c) is
the intercorrelation of two discrete variables based in chi-square value (Sheskin, 2011) ¢c
values is between 0 - 1 tending to 1 show more association between the variables. In the
case of women (group altitude: (pc = 0.243, P < 0.001)); (age: (¢c = 0.198, P < 0.001));
for men (group altitude: (¢c = 0.301, P = 0.001)); (age: (pc = 0.272, P < 0.001)) show
more relation compared to BMI.

Tables 3.5 and 3.6 show the significant association between EE and the blood variables,
in the case of women (HCT: (pc = 0.469, P < 0.001)); (HGB: (¢c = 0.507, P < 0.001));
(MCV: (¢c = 0.132, P = 0.019); (PLT: (¢c = 0.141, P < 0.05)); (WBC: (pc = 0.200, P
< 0.001)); (Creatinine: (pc = 0.182, P < 0.01)). For men group (HCT: (¢c = 0.380, P
< 0.001)); (HGB: (¢c = 0.392, P < 0.001)); (PLT: (¢c = 0.296, P < 0.001)); (WBC: (¢c
= 0.245, P < 0.001)). Tables 3.7 and 3.8 obtain the relationship between EE and vital
variables, in the case of women (DP: (pc = 0.165, P < 0.01)); (BF: (¢c = 0.147, P <
0.005)). In men (SP: (pc = 0.241, P < 0.005)); (DP: (¢c = 0.240, P < 0.005)); (SatO::
(pc = 0.263, P < 0.001)). Some of the values that present with significance do not show
relevance, despite their relationship with EE, the values that present are within the normal
ranges for people in specific age and gender groups.

In tables 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, in the same way, the values of odds ratios (OR)
are observed, for each table OR value will have more significance depending on the case.
Regarding demographic variables, living with HA is more associated with having EE in
men than in women. In both sexes, there is a higher prevalence of EE in the 15 - 24 year
age group (OR = 2.884, between 1.365 and 6.093 with P = 0.006, in women) and (OR =
5.885, between 1.317 and 26.297 with P = 0.020, in men), concerning the other age groups.

The analyzes in tables 3.5 and 3.6 with the blood variables, for women group, show
high HCT (OR = 0.142, between 0.032 and 0.636 with P = 0.011); high HGB (OR =
0.176, between 0.039 and 0.807 with P = 0.025); normal MCV (OR = 2.580, between
1.287 and 5.171 with P = 0.008); high PLT (OR = 5.375 between 1.417 and 20.260 with
P =0.013); high WBC (OR = 0.378, between 0.150 and 0.952 with P = 0.039). For men,
high HCT (OR = 0.210, between 0.046 and 0.995 with P = 0.043); normal HGB (OR =
9.889, between 1.595 and 61.320 with P = 0.014); normal PLT (OR = 11.450, between
3.379 and 38.798 with P < 0.001).

For tables 3.7 and 3.8, the results with OR show a relationship of EE with the vital
variables, for women group with high PD (OR = 0.318, between 0.109 and 0.922 with P =
0.035); high BF (OR = 0.507, between 0.321 and 0.799 with P = 0.003); For men group,
normal SP (OR = 5.074, between 1.987 and 12.959 with P = 0.001); normal DP (OR =
4.974, between 1.974 and 12.708 with P = 0.001); SatO2 (OR = 5.179, between 2.297 and
11.676 with P <0.001).

When considering OR significance obtained, the tables show how likely is a group
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results limited have greater weight in terms of suffering EE. These values may lack a
strong correlation because the measures are on average for a healthy person, as in case of
normal systolic and diastolic pressure in men with EE. In high WBC for women case, the
consequence would be more linked to the fact that the main diagnosis for these patients in
the consultation area was urinary tract infection, for which their count of WBC is higher
than normal, however, the average (Table 3.2) is not diagnosed as leukocytosis (WBC
counts > 11 * 1079/L). The same explanation applies for platelet level (Table 3.2) does
not reach the count to be diagnosed as thrombocytosis (PLT counts > 450 * 10°9/L).
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OR (95% CI) Cramer’s V

Variable  Categories EE No EE
(P-value) (P-value)
n % n %
HGB Low 2 18 12 36 1 (baseline)
(<0.001)
4019 (0.781 - 20. 0.507
Normal 9 7.9 217 64.2 019 (0.78 0.690)
(0.096) (<0.001)
0.176 (0.039 - 0.807
High 103 90.4 109 32.2 ( )
(0.025)
1 (baseline)
HCT Low 2 18 15 44
(<0.001)
1.741 (0.367 - 8.2 4
Nommal 17 149 299 ga7 A (0367-8250)  0.469
(0.485) (<0.001)
142 (0.032 - 0.6
High 95 833 101 209 0142 (0:032-0.636)
(0.011)
1 (baseline
MCV Low 16 140 20 59 (bascline)
(0.028)
2580 (1.287 - 5.171 0.132
Normal 98 860 316 o3s 2700 (1287-5171)
(0.008) (0.019)
High 0 00 1 03
1 (baseline
MCHC Low 32 281 115 34.1 (baseline)
(0.028)
0.728 (0.455 - 1.165 0.073
Normal 78 684 204 60.5 (0.455 5)
(0.186) (0.302)
1.252 (0.396 - 3.
High 4 35 18 53 52 (0.39% - 3.963)
(0.702)
PLT Low 9 80 7 21 1 (baseline)
(0.021)
976 (1.443 - 10. 0.141
Normal 97 866 300 904 o0 (1:443-10.960)
(0.008) (0.012)
5.375 (1.417 - 20.260
High 6 54 25 75 "o )
(0.013)
1 (baseline)
WBC Low 7 61 26 78
(<0.001)
1. 430 - 2.492 2
Normal 65 57.0 250 74.6 036 (0430 92) 0.200
(0.938) (<0.001)
. 150 - 0.952
High 42 365 50 176 Cor° (0:150-0.952)
(0.039)
1 (baseline
Creatinine Low 0 0.0 10 4.4 (baseline)
(0.045)
0.182
Normal 51 81.0 200 88.1 (0.999)
(0.008)
High 12 190 17 75 (0.999)

Significant P-values are in bold letter

Table 3.5: Cross-tabulation, OR and P-values of blood characteristics of the patients in

the EE cohort against No EE cohort in women group.

OR and Cramer’s V test (P-value). Units: HGB in g/dL; HCT in %; MCV in fL;
MCHC g/dL; platelets in (1079 units/L); WBC in (10”9 units/L); creatinine in mg/dL.

Significant P-values are in bold letter.
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OR (95% CI Cramer’s V
Variable  Categories EE No EE (95% CI) ramers
(P-value) (P-value)
n % n %
1 (baseline
HGB Low 2 69 2 102 (baseline)

(<0.001)
4.160 (0.662 - 26.1 0.380
Nommal 3 103 156 39 160 (0662-26.150)
(0.129) (<0.001)
0.210 (0.046 - 0.995
High 24 828 63 258 ( 5)
(0.043)
1 (baseli
HCT Low 2 69 9 37 (baseline)
(<0.001)
889 (1.595 - 61.32 392
Nommal 4 138 178 730 OS89 (1595-61.320) 0.9
(0.014) (<0.001)
0.551 (0.110 - 2.747
High 23 793 57 234 O0L( 747)
(0.467)
MCV Low 5 172 20 83  2.302 (0.792 - 6.689) 0.096
Normal 24 828 221 91.7 (0.116) (0.116)
1 (baseli
MCHC Low 12 414 133 55.4 (baseline)
(0.354)
A 253-1.2 A
Normal 16 552 99 41.3 0.558 (0.253 33) 0.089
(0.149) (0.346)
0.722 (0.083 - 6.266
High 1 34 8 33 (0.083 - 6.266)
(0.767)
1 (baseli
PLT Low 6 207 6 25 (baseline)
(<0.001)
11.450 (3.379 - 38.798)  0.296
Normal 20 69.0 229 93.9
(<0.001) (<0.001)
3.000 (0.533 - 16.897
High 3 103 9 37 ( )
(0.213)
1 (baseli
WBC Low 2 69 20 83 (baseline)
(0.001)
1.225 (0.263 - 5.716 24
Normal 16 55.2 196 81.0 5 (0.263 - 5.716) 0.245
(0.796) (<0.001)
, 0.236 (0.047 - 1.189)
High 11 37.9 26 10.7
(0.080)
1 (baseline
Creatinine Low 1 56 11 58 (baseline)
(0.998)
0.996 (0.117 - 73.969)  0.005
Normal 16 88.9 170 89.0
(0.974) (0.998)
1909 (0.050 - 16.54
High 1 56 10 52 0009 (0:050-16:540)
(0.949)

Significant P-values are in bold letter

Table 3.6: Cross-tabulation, OR and P-values of blood characteristics of the patients in
the EE cohort against No EE cohort in men group.

OR and Cramer’s V test (P-value). Units: HGB in g/dL; HCT in %; MCV in fL;
MCHC g/dL; platelets in (1079 units/L); WBC in (10”9 units/L); creatinine in mg/dL.
Significant P-values are in bold letter.
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OR (95% CI) Cramer’s V

Variable  Categories EE No EE
(P-value) (P-value)
n % n %
1 (baseli
SP Low 45 47.0 128 432 (baseline)
(0.408)
1.258 (0.783 - 2.02 .
Normal 45 479 234 a4 208(0783-2020) - 0.068
(0.343) (0.402)
615 (0.172 - 2.201
High 4 43 7 o4 061(0172-2201
(0.455)
DP Low 49 527 135 45.5 1 (bascline)
(0.008)
1.563 (0.959 - 2.546)  0.165
Normal 36 38.7 155 52.2 ( )
(0.073) (0.005)
318 (0.109 - 0.922
High 8 86 7 o4 0S18(0:109-0922)
(0.035)
1 (baseli
HR Low 5 44 24 72 (baseline)
(0.541)
613 (0.227 - 1. .
Normal 89 788 262 782 O013(0227-1.656) - 0.053
(0.335) (0.535)
0.537 (0.179 - 1.613
High 19 168 49 146 ( )
(0.268)
BF Normal 45 44.6 184 61.3 0.507 (0.321-0.799)  0.147
High 56 554 116 38.7 (0.003) (0.003)
SatO: Low 3% 349 90 28.0 1.380 (0.868-2.192)  0.066
Normal 71 65.1 232 72.0 (0.172) (0.172)
1 (baseli
T.axillay Low 0 00 2 06 (baseline)
(0.018)
0.144
Normal 70 642 249 77.6 (0.999)
(0.012)
High 39 358 70 21.8 (0.999)

Significant P-values are in bold letter

Table 3.7: Cross-tabulation, OR and P-values of blood characteristics of the patients in

the EE cohort against No EE cohort in women group.

OR and Cramer’s V test (P-value). Units: systolic and diastolic pressures in mm Hg;
axillary temperature in °C; heart rhythm in beats per minute and breathing frequency in
cycles per minute and oxygen saturation in %. Significant P-values are in bold letter.
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Variable

Categories

EE

No EE

OR (95% CI)

Cramer’s V

(P-value) (P-value)
n % n %
1 (baseli
SP Low 13 501 49 227 (baseline)
(0.003)
5.074 (1987 - 12.959)  0.241
Normal 8 36.4 153 70.8
(0.001) (0.001)
3.714 (0.446 - 30.910
High 1 45 14 ( )
(0.225)
DP Low 13 59.1 49 228 L (basline)
(0.003)
4.974 (1.974 - 12.708 0.240
Normal 8 36.4 150 69.8 ( )
(0.001) (0.001)
4.245 (0.514 - 35.041
High 1 45 16 74 5 (05 )
(0.179)
1 (baseline)
HR Low 0 00 21 87
(0.772)
0.110
Normal 25 86.2 200 826 (0.998)
(0.193)
High 4 138 21 87 (0.998)
BF Normal 11 44.0 136 61.5 0.419 (0.213 - 1.132) 0.108
High 14 56.0 85 385 (0.090) (0.090)
SatO2 Low 15 53.6 43 18.2 5.179 (2.297 - 11.676) 0.263
Normal 13 464 193 818 (<0.001) (<0.001)
) 1 (baseline)
T. axillary Low 0 00 2 09
(0.200)
0.117
Normal 19 65.5 187 79.6 (0.999)
(0.165)
High 10 345 46 19.6 (0.999)

Significant P-values are in bold letter

Table 3.8: Cross-tabulation, OR and P-values of blood characteristics of the patients in

the EE cohort against No EE cohort in men group.

OR and Cramer’s V test (P-value). Units: systolic and diastolic pressures in mm Hg;
axillary temperature in °C; heart rhythm in beats per minute and breathing frequency in
cycles per minute and oxygen saturation in %. Significant P-values are in bold letter.



20 CHAPTER 3. RESULTS AND DISCUSSION

3.1.4 Multivariate binary logistic regression model for EE risk
factors

MBLR is a type of analysis that provides information about categorical variables. Shows a
prediction model of suffering EE. It was carried out on the variables with significance in the
Cramer s V test and whose data correspond to at least 80% of the patients. The analysis
performed in demographic variables for women (Table 3.9) and men (Table 3.10) shows
values with statistical significance for the prediction model correspond to the following
equation.

For women group:

Table 3.9: Multivariate logistic regression analysis of risk factors for patients in EE cohort
in women.

Variable B S.E. Wald Df p. Exp(B) 95% C.I. for Exp (B)
Constant -1.013 0.518 3.042 1 0.081 0.363
Group altitude 1.739 0489 12672 1 0.000 5.694 2.185 - 14.837
Age 1.260 3 0.739
Age (1) -0.019 0395 0.002 1 0962  0.981 0.452 - 2.129
Age (2) 0.333 0409 0662 1 0.416 1.395 0.626 - 3.110
Age (3) 0.030 0.360 0.007 1 0.933 1.031 0.5090- 2.087

B, Regression coefficient; S.E., Standard error; Wald, Test de Wald; df, degrees of freedom;
CI, confidence interval; Age (1) = 1-14 years, Age (2) = 15-24 years, and Age (3) = 25-65 years;
Group altitude = High altitude.

Table 3.9: Multivariate logistic regression analysis of risk factors for patients in EE cohort

in women.

Ja = —0.635 + (1.956) * Group altitude — (0.458)x
Age1_14yem~s + (0109) * Ag€15—24yea'rs + (0009) * Age25—64years

y. = predict logit score for EE
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For men group:

Variable B S.E. Wald Df p. Exp(B) 95% C.I. for Exp (B)
Constant -1.134 1.087 1.089 1 0.297 0.322
Group altitude 2.600 0.878 8.718 1 0.003 13.466 2.411 - 75.210
Age 1.268 3 0.737
Age (1) 0.179 0.780 0.052 1 0.819 1.196 0.259 - 5.519
Age (2) 0.167 0.834 0.040 1 0.841 1.182 0.230 - 6.064
Age (3) -0.338 0.710 0226 1 0.635 0.714 0.177 - 2.872

B, Regression coefficient; S.E., Standard error; Wald, Test de Wald; df, degrees of freedom;
CI, confidence interval; Age (1) = 1-14 years, Age (2) = 15-24 years, and Age (3) = 25-65 years;
Group altitude = High altitude.

Table 3.10: Multivariate logistic regression analysis of risk factors for patients in EE cohort

in men.

Oy = —1.134 4 (2.600) * Group altitude + (0.179)x
Agel—14years + (0167) * Agel5—24years + (0338) * Age25—64years

v = predict logit score for EE

In both cases, height has a positive association with the probability of developing EE,
with higher the height, the greater the risk of having EE, in the case of women (OR: 5.694;
95% CT: 2.185 - 14.837, P < 0.001), for men group (OR: 13.466; 95% CI: 2.411 - 75.210, P
= 0.003)
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3.1.5 Logistic Regression for blood and vital variables

For LR model the results (appendix 4.1 and 4.2) show not clear enough information to
completely understand the risk factors of having EE. For this reason blood and vital values
where analyzed in separated groups, to achieve a better comprehension and get a broad
analysis of the variables.

3.1.6 Multivariate linear regression model for blood variables in

EE

The MLR uses both quantitative and qualitative variables to fit linear models, in this case,
the independent variables of blood are taken with the dependent variable of EE and obtain
a model in the form of the following equation:

For women group:

Variable B S.E. Beta t p. 95% C.I. for Exp (B)

Constant 1.449 0.291 4986 <0.001 0.877 - 2.022
HCT  -0.080 0.007 -1.035 -12.117 <0.001 (-0.093) - (-0.067)
MCV 0.029 0.003 0.528 9.182 <0.001 0.023 - 0.036
HGB 0.087 0.017 0.432 5.183 <0.001 0.054 - 0.121

B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient; CI, confidence interval,
MLR of hemodynamic analysis of EE with only significant variables: Hematocrit (HCT) (%);
Medium Corpuscular Volume (MCV) (fL); Hemoglobin (HGB) (g/dL).

Table 3.11: Multivariate linear regression analysis of risk factors in blood variables for

patients in EE cohort for women group.

EE =1.449 — (0.080) « HCT + (0.029) * MCV + (0.087) « HGB (3.1)
Owverall success rate of the model 68.8%
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For men group:

Variable B S.E. Beta t p- 95% C.I. for Exp (B)

Constant 2.080 0.382 5.450 <0.001 1.327 - 2.832
HCT -0.067 0.009 -1.184 -7.213 <0.001 (-0.086) - (-0.049)
MCV 0.025 0.003 0.459 7.890 <0.001 0.019 - 0.031
HGB 0.106 0.028 0.611 3.762 <0.001 0.051 - 0.162

MCHC  -0.027 0.008 -0.194 -3.378 0.001 (0.042) - (-0.011)

B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient; CI, confidence interval,
MLR of hemodynamic analysis of EE with only significant variables: Hematocrit (HCT) (%);
Medium Corpuscular Volume (MCV) (fL); Hemoglobin (HGB) (g/dL).

Table 3.12: Multivariate linear regression analysis of risk factors in blood variables for

patients in EE cohort for men group.
EE =2.080—(0.067) « HCT + (0.025) « MCV + (0.106) * HGB — (0.027) * MCHC' (3.2)
Owverall success rate of the model 65.2%

The models gives the following nomenclature EE (1) and No EE (2), so the result of
the equations is rounded to the nearest whole number.

Example 1: A women person with 40.56 HCT; 78 of MCV and 17 of HGB, which group
is this patient in?

Using (3.1) equation:
EE = 1.449 — (0.080) * 49.65 + (0.029) x 78 + (0.087) * 17

EFE=121~1
Solution: Patient is in EE group

Example 2: A men patient with 42.95 HCT; 82 of MCV; 15.60 of HGB and 36.30 of
MCHC, which group are you in?

Using (3.2) eqution:
EE = 2.080 — (0.067) % 42.95 + (0.025) * 82 + (0.106) % 15.60 — (0.027) * 36.30

EFE=192~2
Solution: Patient is in No EE group
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3.1.7 Multivariate linear regression model for health variables in

EE

The model is obtained from the following equations.

For the women group:

Variable B S.E. Beta t p. 95% C.I. for Exp (B)
Constant 1.324 0.341 3.878 <0.001 0.652 - 1.995
DP -0.006 0.002 -0.161 -2.959 0.003 (-0.010) - (-0.002)
SatO: 0.009 0.004 0.142 2.612 0.009 0.002 - 0.016

B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient; CI,
confidence interval; MLR of health signs analysis of EE with only significant
variables: Diastolic pressure (DP) (mm Hg); Oxygen saturation (SatO:) (%).

Table 3.13: Multivariate linear regression analysis of risk factors for patients in EE cohort

for women group.

EE =1.324 — (0.006) * DP + (0.009)  SatO, (3.3)

Owerall success rate of the model 4.2%

For the men group:

Variable B S.E. Beta t p- 95% C.I. for Exp (B)
Constant 2.159 0.103 21.044 <0.001 1.956 - 2.361
HB -0.003 0.001 -0.169 -2.499 0.013 (-0.006) - (0.001)

B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient;
CI, confidence interval; MLR of health signs analysis of EE with only

significant variables: Heartbeat (HB) (pulse per minute).
Table 3.14: Multivariate linear regression analysis of risk factors for patients in EE cohort
for men group.
Predicted logit of EE model

EE =2.159 — (0.003) x HB (3.4)

Owverall success rate of the model 2.8%
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In vital variables, EE and Non-EE results show significance depending on sex, however,
since the constant B in the MLR is within normal ranges, it has little weight. For this
reason, vital variables do not have a enough correlation with the risk of suffering EE.
Specially according with low percentage of overall success rate in both models.
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3.2 Discussion

Several studies around the world search risk factors for suffering from EE, especially in HA,
where the mountain population has developed protection against various cardiac patholo-
gies. (Faeh et al., 2009; Hurtado, 1960; Marticorena et al., 1969; Mortimer et al., 2004;
Negi et al., 2012), however, in part of the population, there is a poor adaptation to the
height, which reduces tolerance to hypoxic environments, leading to EE and CMS (Le6n-
Velarde et al., 2005; Monge, 1943; Talbott and Dill, 1936). According to the results (Tables
3.1, 3.4), HA has great significance with EE, this conjecture can be evidenced in studies
carried out in Peru, with populations with similar ancestry to the Ecuadorian, which show
between 15% - 20% of the men population has CMS, its main characteristic being viscous
blood related to EE (Monge et al., 1992; Leon-Velarde et al., 1994; Frayser et al., 1975;
Singh et al., 1990).

For the set of data analyzed in the present study, relationship between women and men
who have EE is 3:1, showing novel results since most studies report EE results with a higher
prevalence in men and relates the levels of serum testosterone to increased red blood cell
production (Beall et al., 1992; Coviello et al., 2008; Garcia Hjarles, 1989; Gonzales et al.,
2009, 2012; Gonzales and Chaupis, 2015; Jiang et al., 2014; Ledén-Velarde et al., 2001;
Penaloza and Arias-Stella, 2007; Monge et al., 1992; Wu et al., 2007; Xing et al., 2008),
on the other hand, some studies report a higher incidence of EE in women (Le6n-Velarde
et al., 1997; Negi et al., 2012), and it is age-related since there is an increase in red blood
cells in postmenopausal women, also the results may be affected due to unequal number
of patients studied, with a greater number of women.

Regarding blood variables, a higher correlation was obtained with EE, resulting in val-
ues above the limit of the range in the case of HCT (Table 3.2 and 3.3). The categorical
analysis (Table 3.5 and 3.6) showed significance for high levels of HCT and occupies a
place in the risk variables. This results are in accordance with those carried out in several
studies, high values of HCT go together with the increase in blood viscosity, EE, and CMS
(Basu et al., 2007; Bigham, 2016; Frappell et al., 2007; Frisancho, 2013; Hanley et al., 2009;
Lozano and C., 1965; Monge, 1943; Monge et al., 1965; Naeije, 2010; Piedras et al., 1995;
Sime et al., 1975). Similarly, HGB results have a similar behavior to HCT, establishing it
as a risk variable, according to other studies (Beall, 2006; Frappell et al., 2007; Gonzales
et al., 2009, 2012; Heinicke et al., 2006; Leon-Velarde et al., 2005; Miserocchi and Barte-
saghi, 2011; Monge et al., 1992; Moore et al., 2007; Naeije, 2010; Spicuzza et al., 2004;
Villafuerte et al., 2004; Wilson et al., 2009; Wu et al., 2005). MCV results show that for
women and men, mean MCV is lower for people with EE compared to No EE (Table 3.2
and 3.3), this results infer that the increase in RBC and HCT, have as a consequence a
MCV decrease, RBC amount increase in hypoxic conditions, would lead to decreasing the
volume of erythrocytes, there are few previous studies of people living at high altitudes
related to MCV, usually relate with people who ascend for short periods of time (Hematy
et al., 2014; Zhong et al., 2015), in these cases the tendency for the subjects is to increase
the MCV. MCHC in table 3.12 shows the significance and is present in the equation. This
result appears in men group, so it may be related to difference in hemoglobin results com-
pared to women group (Figure 3.5).
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Although in the final equation did not show enough weight to count as a risk variable,
WBC count showed significance (Table 3.2 and 3.3). No previous studies have been found
that relate people with EE and with a high number of WBC. One of the possible expla-
nations is that blood tests in this study were taken in people with different pathologies
as comorbidities, such as urinary tract infection or gastroenteritis. Another possible ex-
planation is an unknown mechanism that produces WBC increase, like RBC and HCT in
people who have EE. However, there is a relationship between the amount of WBC and
the rapid rise to HA, but these studies were carried out in short periods (Beidleman et al.,
2006; Rimoldi et al., 2012).

For vital variables, there was a difference between parameters that gave significance to
each gender, for women there was an increase in the mean on SP and DP, in men there
was a decrease in the same parameters. A study carried out in Peru indicates that when
hemoglobin levels increase, there is an increase in SP and DP values (Gonzales et al., 2013)
as well as others (Penaloza et al., 2008). Regarding HB and BF for both genders, there
was an increase in the number/minute, for BF it does not match the theory, especially
in CMS where this disease produces a progressive loss of respiratory rate (Leon-Velarde
et al., 2005; Monge et al., 1992). For this variable, a possible explanation for the low oxy-
gen saturation is that people suffer from sleep apnea common in EE (Burgess et al., 2004;
Erba et al., 2004; Franke et al., 2013; Kryger et al., 1978; Richalet et al., 2005; Spicuzza
et al., 2004; Nussbaumer-Ochsner et al., 2012). The HB increase may be related to the
decrease in SatO:, in both cases less than 90%, this may be a sign of lung disease for EE
(Villegas-Martinez et al., 2020).

Because of this disease occurs when people live in hypoxic HA environments, the main
and most recommended treatment is the displacement of the patient to sea level environ-
ment (Cui et al., 2013; Kryger et al., 1978; Monge et al., 1965; Rivera-Ch et al., 2007),
however, this is not convenient socially and economically for people who have been living at
HA for many years, a quick method treatment and specific for remote places is phlebotomy,
alone or with isovolemic hemodilution, as a treatment for symptoms (Cruz et al., 1979;
Julian et al., 2013; Klein, 1983; Leon-Velarde et al., 2005; Manier et al., 1988; Richalet
et al., 2008; Sharma et al., 2017; Villafuerte, 2015; Vyas et al., 2015; Winslow et al., 1985;
Wu, 1979; Wu et al., 2005; Zubieta-Calleja, 2004). Regarding pharmacological treatment,
several approaches have been presented, among them: medroxyprogesterone, enalapril, and
almitrine (Kryger et al., 1978; Pelouch et al., 1997; Plata et al., 2002; Vargas et al., 1996;
Villena et al., 1985), the most studied is acetazolamide because it reduces erythropoiesis,
(Eckardt et al., 1989; Hackett et al., 1987; Miller et al., 1973; Pichon et al., 2012; Richalet
et al., 2005; Rivera-Ch et al., 2008; Sutton et al., 1979), there have even been experiments
in rats with methazolamide in which they show encouraging results, however, studies are
still lacking, dosing in human patients (Zhang et al., 2017).

The main limitation of this study was the lack of clinical information of the patients,
for the elaboration of a predictive model with variables that generate greater significance,
also, for a correct development of the study. Information is necessary on a third group
of the cohort with residence at sea level (0 - 1000 m.a.s.l.), to obtain more reliable refer-
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ence parameters according to the Ecuadorian population. Despite the lack of information
regarding EE in Ecuador, the study has its consistencies and differences with the disease
behavior presented in other reports about Andean countries, which shows the relevance of
the evolutionary-genetic variable in adaptation process of populations (Beall et al., 2002;
Beall, 2006; Gonzales and Chaupis, 2015; Xing et al., 2008; Zhou et al., 2013).
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Conclusions and recommendations

4.1 Conclusion

In summary, the risk factors associated with EE were the altitude of residence and sex
in demographic variables, for the blood variables were HGB, HCT, and MCV. Residing at
HA was more relevant when developing EE, being a woman, despite the results in previous
studies, was shown to have a higher prevalence compared to being a man. Although age
was not significant, it was found that the largest number of patients with EE were adults.
High levels of HGB and HCT showed great relevance in the development of this disease.

HA diseases are a public health problem to which authorities have not given enough
attention. Even though several cities with large populations live in HA and had diseases
such as: CMS, acute mountain sickness, EE; high altitude pulmonary edema among others,
affect the well-being and health of people and are fatal in some cases. The patient “s profile
for having a higher risk of developing EE is: a woman between 25-65 years of age living
with HA, (Highlanders), with high levels of HGB and HCT. For people prone to EE, it is
advisable to closely monitor the results of their tests, especially blood tests, other signs such
as: sleep apnea, cyanosis, headaches, paresthesia. Due to the close relationship between
EE and CMS, it is recommended that patients undergo preventive studies in heart and
lungs looking for abnormalities or malfunction caused by high viscosity in the blood.

4.2 Recommendations

Finally, the following research paths are proposed:

1. Because EE is a problem in the production of RBC in the blood, the recommen-
dation is to carry out more in-depth studies in the investigation of alterations in
erythropoietin and erythrogenesis.

2. Due to the unique characteristics of the Ecuadorian population, without forgetting
its close genetic relationship with the population of the same region. It is necessary
to conduct a study with genetic markers such as SENP-1 and HIF-1.

29
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3. This study can serve as a basis for the development of future studies on HA diseases
for the Ecuadorian population and eventually can elaborate protocols and treatments
in the country’s health system.



Bibliography

Alberta Health Service, . (2018). Hematology reference intervals.

Alvarez-Sala Walther, J. (1989). Poliglobulias secundarias hipoxicas. Archivos de Bron-
coneumologia, 25(7):282-294.

American Cancer Society, . (n.d.). Normal weight ranges: Body mass index (bmi).

Arderiu, X. (1997). Bioquimica clinica y patologia molecular. I. Bioquimica clinica y
patologia molecular. Editorial Reverte.

Asamblea Nacional Republica del Ecuador, . (2019). Ley orgénica de proteccion de datos
personales. Proyecto-de-Ley-Orgdnica-de-Proteccion-de-Datos-Personales, pages 12-52.

Basnyat, B. and Murdoch, D. R. (2003). High-altitude illness. Lancet, 361(9373):1967—
1974.

Basu, M., Malhotra, A. S., Pal, K., Prasad, R., Kumar, R., Prasad, B. A., and Sawhney,
R. C. (2007). Erythropoietin levels in lowlanders and high-altitude natives at 3450 m.
Aviation Space and Environmental Medicine, 78(10):963-967.

Beall, C. M. (2006). Tibetan and Andean patterns of adaptation to high-altitude hypoxia.
Human Biology, 46(1):18-24.

Beall, C. M., Decker, M. J., Brittenham, G. M., Kushner, I., Gebremedhin, A., and
Strohl, K. P. (2002). An ethiopian pattern of human adaptation to high-altitude hy-

poxia. Proceedings of the National Academy of Sciences of the United States of America,
99(26):17215-17218.

Beall, C. M., Worthman, C. M., Stallings, J., Strohl, K. P., and Brittenham, G. M. (1992).
Salivary testosterone concentration of Aymara men native to 3600 m Testosterone influ-
ences haematological and respiratory links in the oxygen transport chain and thus may
play a role in adaptation to high-altitude hypoxia . Test- osterone stimulates haemo.
System, 19(1).

Beidleman, B. A., Muza, S. R., Fulco, C. S., Cymerman, A., Staab, J. E., Sawka, M. N.,
Lewis, S. F., and Skrinar, G. S. (2006). White blood cell and hormonal responses to 4300
m altitude before and after intermittent altitude exposure. Clinical Science, 111(2):163—
169.

31



32 BIBLIOGRAPHY

Bhagi, S., Srivastava, S., and Singh, S. B. (2014). High-altitude pulmonary edema: Review.
Journal of Occupational Health, 56(4):235-243.

Bianconi, E., Piovesan, A., Facchin, F., Beraudi, A., Casadei, R., Frabetti, F., Vitale, L.,
Pelleri, M. C., Tassani, S., Piva, F., Perez-Amodio, S., Strippoli, P., and Canaider, S.
(2013). An estimation of the number of cells in the human body. Annals of Human
Biology, 40(6):463-471.

Bigham, A. W. (2016). Genetics of human origin and evolution: high-altitude adaptations.
Current Opinion in Genetics and Development, 41:8-13.

Burgess, K. R., Johnson, P., Edwards, N., and Cooper, J. (2004). Acute mountain sickness
is associated with sleep desaturation at high altitude. Respirology, 9(4):485-492.

Chernecky, C. and Berger, B. (2012). Laboratory Tests and Diagnostic Procedures - E-Book.
Elsevier Health Sciences.

Corante, N., Anza-Ramirez, C., Figueroa-Mujica, R., MacArlupu, J. L., Vizcardo-Galindo,
G., Bilo, G., Parati, G., Gamboa, J. L., Leén-Velarde, F., and Villafuerte, F. C. (2018).
Excessive Erythrocytosis and Cardiovascular Risk in Andean Highlanders. High Altitude
Medicine and Biology, 0(0):1-11.

Coviello, A. D., Kaplan, B., Lakshman, K. M., Chen, T., Singh, A. B., and Bhasin, S.
(2008). Effects of graded doses of testosterone on erythropoiesis in healthy young and
older men. Journal of Clinical Endocrinology and Metabolism, 93(3):914-919.

Crawford, J. E., Amaru, R., Song, J., Julian, C. G., Racimo, F., Cheng, J. Y., Guo, X.,
Yao, J., Ambale-Venkatesh, B., Lima, J. A., Rotter, J. I., Stehlik, J., Moore, L. G.,
Prchal, J. T., and Nielsen, R. (2017). Natural Selection on Genes Related to Cardiovas-
cular Health in High-Altitude Adapted Andeans. American Journal of Human Genetics,

101(5):752-767.

Cruz, J. C., Diaz, C., Marticorena, E., and Hilario, V. (1979). Phlebotomy improves
Pulmonary Gas Exchange in Chronic Mountain Polycythemia. Respiration, 38(6):305—
313.

Cui, J., Gao, L., Yang, H., Wang, F., Jiang, C., and Gao, Y. (2013). Potential beneficial
effects of oral administration of isoflavones in patients with chronic mountain sickness.
Ezperimental and Therapeutic Medicine, 7(1):275-279.

Davis, J. E., Wagner, D. R., Garvin, N., Moilanen, D., Thorington, J., and Schall, C.
(2015). Cognitive and psychomotor responses to high-altitude exposure in sea level and
high-altitude residents of Ecuador. Journal of Physiological Anthropology, 34(1):2.

Eckardt, K. U., Kurtz, A., and Bauer, C. (1989). Regulation of erythropoietin production is
related to proximal tubular function. American Journal of Physiology-Renal Physiology,
256(5):F942-F947.

Elliott, S., Pham, E., and Macdougall, I. C. (2008). Erythropoietins: A common mecha-
nism of action. Ezperimental Hematology, 36(12):1573-1584.



BIBLIOGRAPHY 33

Erba, P., Anastasi, S., Senn, O., Maggiorini, M., and Bloch, K. E. (2004). Acute moun-
tain sickness is related to nocturnal hypoxemia but not to hypoventilation. European
Respiratory Journal, 24(2):303-308.

Faeh, D., Gutzwiller, F., and Bopp, M. (2009). Lower mortality from coronary heart
disease and stroke at higher altitudes in Switzerland. Circulation, 120(6):495-501.

Fandrey, J., Gorr, T. A., and Gassmann, M. (2006). Regulating cellular oxygen sensing by
hydroxylation. Cardiovascular Research, 71(4):642-651.

Ferndndez, L. E., Bustamante, Y., and GarcAa, G. (2006). Valores de referencia obtenidos
con el autoanalizador coulter gen-S. Revista de la Facultad de Medicina, 29:38 — 43.

Franke, K., Gassmann, M., and Wielockx, B. (2013). Erythrocytosis: The HIF pathway
in control. Blood, 122(7):1122-1128.

Frappell, P. B., Leén-Velarde, F., and Rivera-Ch, M. (2007). Oxygen transport at high
altitude-An integrated perspective. Respiratory Physiology and Neurobiology, 158(2-
3):115-120.

Frayser, R., Rennie, I. D., Gray, G. W., and Houston, C. S. (1975). Hormonal and elec-
trolyte response to exposure to 17,500 ft. Journal of Applied Physiology, 38(4):636—642.

Frisancho, A. R. (2013). Developmental functional adaptation to high altitude: Review.
American Journal of Human Biology, 25(2):151-168.

Garcia Hjarles, M. (1989). Espermatograma y bioquimica seminal de nativos de altura y
pacientes con mal de montania crénica. Arch. biol. med. exp, 22(1):61-7.

Gonzales, G. F. and Chaupis, D. (2015). Higher androgen bioactivity is associated with
excessive erythrocytosis and chronic mountain sickness in Andean Highlanders: A review.
Andrologia, 47(7):729-743.

Gonzales, G. F., Gasco, M., Tapia, V., and Gonzales-Castaneda, C. (2009). High serum
testosterone levels are associated with excessive erythrocytosis of chronic mountain

sickness in men. American Journal of Physiology - Endocrinology and Metabolism,
296(6):1319-1325.

Gonzales, G. F., Lozano-Hernandez, R., Gasco, M., Gonzales-Castanieda, C., and Tapia,
V. (2012). Resistance of sperm motility to serum testosterone in men with excessive
erythrocytosis at high altitude. Hormone and Metabolic Research, 44(13):987-992.

Gonzales, G. F., Rubio, J., and Gasco, M. (2013). Chronic mountain sickness score was
related with health status score but not with hemoglobin levels at high altitudes. Res-
piratory Physiology and Neurobiology, 188(2):152-160.

Gonzales, G. F. and Tapia, Y. V. (2007). Hemoglobina, Hematocrito Y Adaptacién a
La Altura: Su Relacién Con Los Cambios Hormonales Y El Periodo De Residencia
Multigeneracional Hemoglobin, Hematocrit and Adaptation To the Height: Relation
With De Hormonal Changes and Period of Multigenerational R. Revista Med, 15(1):80—
93.



34 BIBLIOGRAPHY

Government of Canada, S. (1998). Age categories, life cycle groupings.

Greer, J., Arber, D., List, A., and Foerster, J. (2014). Wintrobe’s Clinical Hematology.
Wintrobe’s Clinical Hematology. Wolters Kluwer, Lippincott Williams & Wilkins Health.

Gregorietti Di Nella, N., Lazarte, G., Locurscio, A., Meyer, P., and Caneva, J. (2018).
Identificar la enfermedad crénica de montana en Jujuy (Argentina). Rev. am. med.
respir, 18(4):258-263.

Gutiérrez, V. M., Trujillo, I. H., Ramos, G. R., and Guadarrama, D. G. (2014). Edema pul-
monar de altura. Presentacién de cinco casos pediatricos. Arch Inv Mat Inf, VI(3):127-
137.

Haase, V. H. (2010). Hypoxic regulation of erythropoiesis and iron metabolism. American
Journal of Physiology - Renal Physiology, 299(1).

Hackett, P. H., Roach, R. C., Harrison, G. L., Schoene, R. B., and Mills; W. J. (1987).
Respiratory stimulants and sleep periodic breathing at high altitude: Almitrine versus
acetazolamide. American Review of Respiratory Disease, 135(4 1):896-906.

Hainsworth, R. and Drinkhill, M. J. (2007). Cardiovascular adjustments for life at high
altitude. Respiratory Physiology and Neurobiology, 158(2-3):204-211.

Hall, J. (2016). Guyton y Hall. Tratado de fisiologia médica. Elsevier Health Sciences
Spain.

Hanley, A. J., Retnakaran, R., Qi, Y., Gerstein, H. C., Perkins, B., Raboud, J., Harris,
S. B., and Zinman, B. (2009). Association of hematological parameters with insulin resis-

tance and [-cell dysfunction in nondiabetic subjects. Journal of Clinical Endocrinology
and Metabolism, 94(10):3824-3832.

Heinicke, K., Baum, O., Ogunshola, O. O., Vogel, J., Stallmach, T., Wolfer, D. P., Keller,
S., Weber, K., Wagner, P. D., Gassmann, M., and Djonov, V. (2006). Excessive ery-
throcytosis in adult mice overexpressing erythropoietin leads to hepatic, renal, neuronal,

and muscular degeneration. American Journal of Physiology - Regulatory Integrative and
Comparative Physiology, 291(4):947-957.

Hematy, Y., Setorki, M., kram Razavi, and Doudi, M. (2014). Effect of altitude on some
blood factors and its stability after leaving the altitude. Pakistan Journal of Biological
Sciences, 17(9):1052-1057.

Hurtado, A. (1960). SOME CLINICAL ASPECTS OF LIFE AT HIGH ALTITUDES.
Annals of Internal Medicine, 53(2):247.

Jacovas, V. C., Couto-Silva, C. M., Nunes, K., Lemes, R. B., de Oliveira, M. Z., Salzano,
F. M., Bortolini, M. C., and Hunemeier, T. (2018). Selection scan reveals three new loci
related to high altitude adaptation in Native Andeans. Scientific Reports, 8(1):1-8.



BIBLIOGRAPHY 35

Jiang, C., Chen, J., Liu, F., Luo, Y., Xu, G., Shen, H. Y., Gao, Y., and Gao, W. (2014).
Chronic mountain sickness in Chinese Han males who migrated to the Qinghai-Tibetan

plateau: Application and evaluation of diagnostic criteria for chronic mountain sickness.
BMC Public Health, 14(1):1-11.

Julian, C. G., Vargas, E., Gonzales, M., Davila, R. D., Ladenburger, A., Reardon, L.,
Schoo, C., Powers, R. W., Lee-Chiong, T., and Moore, L. G. (2013). Sleep-disordered
breathing and oxidative stress in preclinical chronic mountain sickness (excessive ery-
throcytosis). Respiratory Physiology and Neurobiology, 186(2):188-196.

Klein, H. (1983). Proceedings of the International Symposium on Acclimatization, Adap-
tation, and Tolerance to High Altitude. DHHS publication. U.S. Department of Health
and Human Services, Public Health Service, National Institutes of Health.

Kryger, M., Glas, R., Jackson, D., McCullough, R. E., Scoggin, C., Grover, R. F., and
Weil, J. V. (1978). Impaired oxygenation during sleep in excessive polycythemia of high
altitude: Improvement with respiratory stimulation. Sleep, 1(1):3-17.

Leon-Velarde, F., Arregui, A., Vargas, M., Huicho, L., and Acosta, R. (1994). Chronic
mountain sickness and chronic lower respiratory tract disorders. Chest, 106(1):151-155.

Leén-Velarde, F., Maggiorini, M., Reeves, J. T., Aldashev, A., Asmus, 1., Bernardi, L., Ge,
R. L., Hackett, P., Kobayashi, T., Moore, L. G., Penaloza, D., Richalet, J. P., Roach,
R., Wu, T., Vargas, E., Zubieta-Castillo, G., and Zubieta-Calleja, G. (2005). Consensus
statement on chronic and subacute high altitude diseases. High Altitude Medicine and
Biology, 6(2):147-157.

Ledn-Velarde, F., Ramos, M. A., Hernandez, J. A., De Ididquez, D., Munoz, L. S., Gaffo,
A., Cérdova, S., Durand, D., and Monge, C. C. (1997). The role of menopause in the

development of chronic mountain sickness. American Journal of Physiology - Regulatory
Integrative and Comparative Physiology, 272(1 41-1):R90-R94.

Leén-Velarde, F., Rivera-Chira, M., Tapia, R., Huicho, L., and Monge-C, C. (2001). Re-
lationship of ovarian hormones to hypoxemia in women residents of 4,300 m. American

Journal of Physiology-Regulatory, Integrative and Comparative Physiology, 280(2):R488—
R493.

Lozano, R. and C., C. M. (1965). Renal function in high-altitude natives and in natives
with chronic mountain sickness. Journal of Applied Physiology, 20(5):1026-1027.

Manier, G., Guenard, H., Castaing, Y., Varene, N., and Vargas, E. (1988). Pulmonary
gas exchange in Andean natives with excessive polycythemia - Effect of hemodilution.
Journal of Applied Physiology, 65(5):2107-2117.

Marshfield Labs, . (2013). Hemogram /platelet complete blood count reference range.

Marticorena, E., Ruiz, L., Severino, J., Galvez, J., and Pefialoza, D. (1969). Systemic blood
pressure in white men born at sea level: Changes after long residence at high altitudes.
The American Journal of Cardiology, 23(3):364-368.



36 BIBLIOGRAPHY

Maschio, M., Fernandez Cid, G., Fontana, D., and Garcia, C. W. (2010). Intervenciones
Sanitarias - Sistema Nacional de Sangre. Revista Argentina de Salud Piblica/Vol. 1 No
2 Marzo, pages 40-42.

Miller, M. E., Rgrth, M., Parving, H. H., Howard, D., Reddington, 1., Valeri, C. R., and
Stohlman, F. (1973). pH Effect on Erythropoietin Response to Hypoxia. New England
Journal of Medicine, 288(14):706-710.

Miserocchi, G. and Bartesaghi, M. (2011). Pathophysiological alterations in oxygen delivery
to the tissues. Transfusion and Apheresis Science, 45(3):291-297.

Monge, C. (1943). El mal de montana crénico. Anales de la Facultad de Medicina,
26(2):117-148.

Monge, C. C., Arregui, A., and Leon-Velarde, F. (1992). Pathophysiology and epidemiology
of chronic mountain sickness. International Journal of Sports Medicine, 13(1):S79-S81.

Monge, C. C., Lozano, R., and Whittembury, J. (1965). Effect of blood-letting on chronic
mountain sickness [39)].

Moore, L. G. (2017). Human genetic adaptation to high altitudes: Current status and
future prospects. Quaternary International, 461:4-13.

Moore, L. G., Niermeyer, S., and Vargas, E. (2007). Does chronic mountain sickness (CMS)
have perinatal origins? Respiratory Physiology and Neurobiology, 158(2-3):180-1809.

Mortimer, H., Patel, S., and Peacock, A. J. (2004). The genetic basis of high-altitude
pulmonary oedema. Pharmacology and Therapeutics, 101(2):183-192.

Naeije, R. (2010). Physiological Adaptation of the Cardiovascular System to High Altitude.
Progress in Cardiovascular Diseases, 52(6):456-466.

Naeije, R. and Vanderpool, R. (2013). Pulmonary hypertension and chronic mountain
sickness. High Altitude Medicine and Biology, 14(2):117-125.

Negi, P. C., Bhardwaj, R., Kandoria, A., Asotra, S., Ganju, N., Marwaha, R., Sharma, R.,
and Kanwar, A. (2012). Epidemiological study of hypertension in natives of Spiti valley
in Himalayas and impact of hypobaric hypoxemia; A cross-sectional study. Journal of
Association of Physicians of India, 60(6):21-25.

Nussbaumer-Ochsner, Y., Schuepfer, N., Ursprung, J., Siebenmann, C., Maggiorini, M.,
and Bloch, K. E. (2012). Sleep and Breathing in High Altitude Pulmonary Edema
Susceptible Subjects at 4,559 Meters. Sleep, 35(10):1413-1421.

Painschab, M. S., Malpartida, G. E., Davila-Roman, V. G., Gilman, R. H., Kolb, T. M.,
Leén-Velarde, F., Miranda, J. J., and Checkley, W. (2015). Association between serum

concentrations of hypoxia inducible factor responsive proteins and excessive erythrocy-
tosis in high altitude Peru. High Altitude Medicine and Biology, 16(1):26-33.



BIBLIOGRAPHY 37

Pelouch, V., Kolar, F., Ost’adal, B., Milerova, M., éihék, R., and Widimsky, J. (1997).
Regression of chronic hypoxia-induced pulmonary hypertension, right ventricular hyper-
trophy, and fibrosis: Effect of enalapril. Cardiovascular Drugs and Therapy, 11(2):177—
185.

Penaloza, D. and Arias-Stella, J. (2007). The heart and pulmonary circulation at high
altitudes: Healthy highlanders and chronic mountain sickness. Circulation, 115(9):1132—
1146.

Penaloza, D., Sime, F., and Ruiz, L. (2008). Pulmonary hemodynamics in children living
at high altitudes. High Altitude Medicine and Biology, 9(3):199-207.

Peng, Y., Yang, Z., Zhang, H., Cui, C., Qi, X., Luo, X., Tao, X., Wu, T., Ouzhuluobu,
Basang, Ciwangsangbu, Danzengduojie, Chen, H., Shi, H., and Su, B. (2011). Genetic
variations in tibetan populations and high-altitude adaptation at the Himalayas. Molec-
ular Biology and Evolution, 28(2):1075-1081.

Pichon, A., Connes, P., Quidu, P., Marchant, D., Brunet, J., Levy, B. 1., Vilar, J., Safeukui,
I., Cymbalista, F., Maignan, M., Richalet, J. P., and Favret, F. (2012). Acetazolamide
and chronic hypoxia: Effects on haemorheology and pulmonary haemodynamics. Furo-
pean Respiratory Journal, 40(6):1401-14009.

Piedras, J., Loria, A., and Galvan, I. (1995). Red blood cell indices in a high altitude
hospital population. Archives of medical research, 26(1):65—68.

Plata, R., Cornejo, A., Arratia, C., Anabaya, A., Perna, A., Dimitrov, B. D., Remuzzi, G.,
and Ruggenenti, P. (2002). Angiotensin-converting-enzyme inhibition therapy in altitude
polycythaemia: A prospective randomised trial. Lancet, 359(9307):663-666.

Quaschning, T., Ruschitzka, F., Stallmach, T., Shaw, S., Morawietz, H., Goettsch, W.,
Hermann, M., Slowinski, T., Theuring, F., Hocher, B., Liischer, T. F., and Gassmann, M.
(2003). Erythropoietin-induced excessive erythrocytosis activates the tissue endothelin
system in mice. FASEB Journal, 17(2):259-261.

Real First Aid, . (n.d.a). Hypothermia guidelines.
Real First Aid, . (n.d.b). Pulse spo2.

Reeves, J. T. and Leon-Velarde, F. (2004). Chronic mountain sickness: Recent studies of

the relationship between hemoglobin concentration and oxygen transport. High Altitude
Medicine and Biology, 5(2):147-155.

Richalet, J. P., Rivera, M., Bouchet, P., Chirinos, E., Onnen, I., Petitjean, O., Bienvenu,
A., Lasne, F., Moutereau, S., and Leén-Velarde, F. (2005). Acetazolamide: A treat-
ment for chronic mountain sickness. American Journal of Respiratory and Critical Care
Medicine, 172(11):1427-1433.

Richalet, J. P., Rivera-Ch, M., Maignan, M., Privat, C., Pham, 1., Macarlupu, J. L., Pe-
titjean, O., and Le6n-Velarde, F. (2008). Acetazolamide for Monge’s disease: Efficiency
and tolerance of 6-month treatment. American Journal of Respiratory and Critical Care
Medicine, 177(12):1370-1376.



38 BIBLIOGRAPHY

Rimoldi, S. F., Rexhaj, E., Pratali, L., Bailey, D. M., Hutter, D., Faita, F., Salinas Salmon,
C., Villena, M., Nicod, P., Allemann, Y., Scherrer, U., and Sartori, C. (2012). Systemic
vascular dysfunction in patients with chronic mountain sickness. Chest, 141(1):139-146.

Rivera-Ch, M., Huicho, L., Bouchet, P., Richalet, J. P., and Le6n-Velarde, F. (2008). Effect
of acetazolamide on ventilatory response in subjects with chronic mountain sickness.
Respiratory Physiology and Neurobiology, 162(3):184-189.

Rivera-Ch, M., Leén-Velarde, F., and Huicho, L. (2007). Treatment of chronic mountain
sickness: Critical reappraisal of an old problem. Respiratory Physiology and Neurobiol-
ogy, 158(2-3):251-265.

Rodriguez MA, Schlottfeldt V, Inchaustegui JL, Herrera C, R. M. (2007). Intervalos de
confianza de la férmula eritrocitica en habitantes adultos de la ciudad de Comitan de
Dominguez (Chiapas, México). Higiene y Sanidad Ambiental, 275:270-275.

Séenz, K., Narvdez, L., and Cruz, M. (2008). Valores de referencia hematolégicos en
poblacién altoandina ecuatoriana establecidos con el uso del analizador Sysmex XE-2100.
Rewvista Latinoamericana de Patologia Clinica y Medicina de Laboratorio, 55(4):207-215.

Sharma, S., Gralla, J., Ordonez, J. G., Hurtado, M. E., Swenson, E. R., Schoene, R. B.,
Kelly, J. P., Callacondo, D., Rivard, C., Roncal-Jimenez, C., Sirota, J., Fuquay, R., Jack-
son, B. P., Swenson, K. E., Johnson, R. J., Hurtado, A., and Escudero, E. (2017). Aceta-
zolamide and N-acetylcysteine in the treatment of chronic mountain sickness (Monge’s
disease). Respiratory Physiology and Neurobiology, 246:1-8.

Sheskin, D. J. (2011). Handbook of parametric and nonparametric statistical procedures.
CRC Press.

Shih, L.-Y. and Huang, J.-Y. (1998). End-Stage Renal Disease following Polycythemia
vera: In vitro and in vivo Response of Erythroid Progenitors to Erythropoietin and
Effects of Sera on Normal Erythropoiesis. Nephron, 79(2):142-147.

Sime, F., Monge, C., and Whittembury, J. (1975). Age as a cause of chronic mountain
sickness (Monge’s disease). International Journal of Biometeorology, 19(2):93-98.

Simonson, T. S., Wei, G., Wagner, H. E., Wuren, T., Qin, G., Yan, M., Wagner, P. D.,
and Ge, R. L. (2015). Low haemoglobin concentration in Tibetan males is associated
with greater high-altitude exercise capacity. Journal of Physiology, 593(14):3207-3218.

Singh, M. V., Rawal, S. B., and Tyagi, A. K. (1990). Body fluid status on induction,
reinduction and prolonged stay at high altitude of human volunteers. International
Journal of Biometeorology, 34(2):93-97.

Spicuzza, L., Casiraghi, N., Gamboa, A., Keyl, C., Schneider, A., Mori, A., Leon-Velarde,
F., Di Maria, G. U., and Bernardi, L. (2004). Sleep-related hypoxaemia and excessive

erythrocytosis in Andean high-altitude natives. Furopean Respiratory Journal, 23(1):41—
46.



BIBLIOGRAPHY 39

Stradling, J. R. and Lane, D. J. (1981). Development of secondary polycythaemia in
chronic airways obstruction. Thoraz, 36(5):321-325.

Sutton, J. R., Houston, C. S.; Mansell, A. L., McFadden, M. D., Hackett, P. M., Rigg, J.
R. A., and Powles, A. C. P. (1979). Effect of Acetazolamide on Hypoxemia during Sleep
at High Altitude. New England Journal of Medicine, 301(24):1329-1331.

Swenson, E. R. (1998). Carbonic anhydrase inhibitors and ventilation: A complex interplay
of stimulation and suppression. Furopean Respiratory Journal, 12(6):1242-1247.

Talbott, J. H. and Dill, D. B. (1936). CLINICAL OBSERVATIONS AT HIGH ALTITUDE.
The American Journal of the Medical Sciences, 192(5):626-639.

Thomas, D., Marshall, J., Ross, R., Wetherlet-Mein, G., Du Boulay, G., Pearson, T. C.,
Symon, L., and Zilkha, E. (1977). Cerebral Blood-Flow in Polycythemia. The Lancet,
310(8030):161-163.

Vargas, M., Leon-Velarde, F., Monge-C, C., Orozco, E., and Rey, L. (1996). Enalapril in
the treatment of chronic mountain sickness. Wilderness and Environmental Medicine,

7(2):193-194.

Villacis B., C. D. (2011). Estadistica Demografica en el Ecuador: Diagndstico y Propuestas.
Inec, page 86.

Villafuerte, F. C. (2015). New genetic and physiological factors for excessive erythrocytosis
and Chronic Mountain Sickness. Journal of Applied Physiology, 119(12):1481-1486.

Villafuerte, F. C., Cardenas, R., and Monge-C, C. (2004). Optimal hemoglobin concen-
tration and high altitude: A theoretical approach for Andean men at rest. Journal of
Applied Physiology, 96(5):1581-1588.

Villafuerte, F. C. and Corante, N. (2016). Chronic Mountain Sickness: Clinical Aspects,
Etiology, Management, and Treatment. High Altitude Medicine and Biology, 17(2):61—
69.

Villegas-Martinez, A., Gonzalez-Fernandez, A., Ropero, P., Martinez-Nieto, J., Moreno, N.,
Colés, B., Lépez, A., and Benavente, C. (2020). Differential diagnosis of erythrocytosis.
Hemoglobins with high oxygen affinitty. Anales Ranm, 137(01):35-43.

Villena, M., Vargas, E., Guenard, H., Nallar, N., Tellez, W., and Spielvogel, H. (1985).
Double-blind study on the action of almitrine in patients with polycythemia of high
altitude. Bulletin europeen de physiopathologie respiratoire, 21(2):165-170.

Vyas, K. J., Danz, D., Gilman, R. H., Wise, R. A., Leén-Velarde, F., Miranda, J. J., and
Checkley, W. (2015). Noninvasive Assessment of Excessive Erythrocytosis as a Screening
Method for Chronic Mountain Sickness at High Altitude. High Altitude Medicine and
Biology, 16(2):162-168.

West, J. B. (2010). English translation of "nomenclature, classification, and diagnostic
criteria of high altitude disease in china”. High Altitude Medicine and Biology, 11(2):169—
172.



40 BIBLIOGRAPHY

Wilson, M. H., Newman, S., and Imray, C. H. (2009). The cerebral effects of ascent to
high altitudes. The Lancet Neurology, 8(2):175-191.

Winslow, R. M., Monge, C. C., and Brown, E. G. (1985). Effects of hemodilution on O2
transport in high-altitude polycythemia. Journal of Applied Physiology, 59(5):1495-1502.

Wu, Q., ping Xing, J., hua Sun, J., Xue, W., yang Wang, X., and juan Jin, X. (2007). Ge-
netic polymorphism of glutathione S-transferase T1 associated with idiopathic azoosper-

mia and oligospermia. Zhonghua nan ke zue = National journal of andrology, 13(5):407—
410.

Wu, T. (1979). Excessive polycythemia of high altitude: an analysis of 82 cases. Chin J
Hematol, 3:27-32.

Wu, T., Wang, X., Wei, C., Cheng, H., Wang, X., Li, Y., Ge-Dong, Zhao, H., Young, P.,
Li, G., and Wang, Z. (2005). Hemoglobin levels in Qinghai-Tibet: Different effects of
gender for Tibetans vs. Han. Journal of Applied Physiology, 98(2):598-604.

Xing, G., Qualls, C., Huicho, L., River-Ch, M., Stobdan, T., Slessarev, M., Prisman,
E., Ito, S., Wu, H., Norboo, A., Dolma, D., Kunzang, M., Norboo, T., Gamboa, J. L.,
Claydon, V. E., Fisher, J., Zenebe, G., Gebremedhin, A., Hainsworth, R., Verma, A., and
Appenzeller, O. (2008). Adaptation and mal-adaptation to ambient hypoxia; Andean,
Ethiopian and Himalayan patterns. PLoS ONE, 3(6):1-12.

Zhang, 7., Xiao, Z., Deng, B., Liu, X., Liu, W., Nie, H., Li, X., Chen, Z., Yang, D., and
Duan, R. (2017). Therapeutic Efficacy of Methazolamide Against Intermittent Hypoxia-
Induced Excessive Erythrocytosis in Rats. High Altitude Medicine Biology, 0(0):1-12.

Zhong, R., Liu, H., Wang, H., Li, X., He, Z., Gangla, M., Zhang, J., Han, D., and Liu,
J. (2015). Adaption to high altitude: An evaluation of the storage quality of suspended
red blood cells prepared from the whole blood of Tibetan Plateau migrants. PLoS ONE,
10(12):1-14.

Zhou, D., Udpa, N., Ronen, R., Stobdan, T., Liang, J., Appenzeller, O., Zhao, H. W., Yin,
Y., Du, Y., Guo, L., Cao, R., Wang, Y., Jin, X., Huang, C., Jia, W., Cao, D., Guo, G.,
Gamboa, J. L., Villafuerte, F., Callacondo, D., Xue, J., Liu, S., Frazer, K. A., Li, Y.,
Bafna, V., and Haddad, G. G. (2013). Whole-Genome sequencing uncovers the genetic
basis of chronic mountain sickness in andean highlanders. American Journal of Human
Genetics, 93(3):452-462.

Zubieta-Calleja, G. R. (2004). Bloodletting : a medical resource since the stone age.
JOURNAL OF QINGHAI MEDICAL COLLEGE, 25(4):273-275.

Zubieta-Calleja, G. R., Zubieta-Castillo, G., and Zubieta-Calleja, L. (1995). Inadequate
treatment of excessive erythrocytosis T'T - Tratamiento inadecuado en la eritrocitosis
excesiva. Acta andin, 4(2):123-126.

Zubieta-Castillo, G. R., Zubieta-Calleja, G. R., and Zubieta-Calleja, L. (2006). Chronic
mountain sickness: The reaction of physical disorders to chronic hypoxia. Journal of
Physiology and Pharmacology, 57(SUPPL. 4):431-442.



Appendices

41






.1. APPENDIX 1 43
.1 Appendix 1

Appendix A: Two-variable clustered bar-chart of demographic variables
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Figure 1: Bar-chart of two variables (Group altitude vs Sex), in distribution for EE diag-
nosis (EE in blue; No EE in red) across age segments. The group age of 25 - 65 years gets

the higher prevalence of EE, for both sex the tendency has a normal distribution.
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Figure 2: Bar-chart of two variables (Group altitude vs Sex), in distribution for EE diag-
nosis (EE in blue; No EE in red) across BMI segments. For both sex, prevalence as weight
increase with age for NA, in the other side, for HA the tendency has a normal distribution.

For HA there is no a relation between increasing of weight and risk of EE.
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.2 Appendix 2

Appendix B: Two-variable clustered bar-chart of blood variables
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Figure 3: Bar-chart of two variables (Group altitude vs Sex), in distribution for EE diag-
nosis (EE in blue; No EE in red) across HCT segments. For both sex and group altitude
the risk of having increase with HCT (high) percentage.
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Figure 4: Bar-chart of two variables (Group altitude vs Sex), in distribution for EE diag-
nosis (EE in blue; No EE in red) across HGB segments. For group altitude the risk of EE
increase with HGB (high). In sex group the tendency in women increase in relation EE
— HGB (high) for HA and NA. In men the number maintained similar in NA despite the
HGB and increase in HA.
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.3 Appendix 3

Appendix c: Two-variable clustered bar-chart of health variables
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Figure 5: Bar-chart of two variables (Group altitude vs Sex), in distribution for EE diag-
nosis (EE in blue; No EE in red) across SatO- segments. Difference between group altitude
are very clear, NA has almost all cases studied in the normal saturation, HA group show
similar percentages for EE risk. Women group shows more cases of EE patients with

normal saturation, in other side, men group shows more cases in low saturation.
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.4 Appendix 4

4.1 Appendix d: Logistic regression model for women s vital

and blood variables

Variable B S.E. Wald Df. Sig. Exp(B) 95% C.I. for Exp(B)
Constant -10.042 7.528 1.780 1 0.182 0.000
HCT -2.138 0428 24940 1 <0.001 0.118 0.051 - 0.273
HGB 2.650 0.618 18367 1 <0.001 14.418 4.212 - 47.525
MCV 0.829 0.183 20482 1 <0.001 2.291 1.600 - 3.281
Creatinine -3.212 1.659 3.747 1 0.053 0.040 0.002 - .1041

B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient; CI, confidence interval;
LR of EE with significant variables: Hematocrit (HCT) (%); Hemoglobin (HGB) (g/dL)
Medium Corpuscular Volume (MCV) (fL); Creatinine (mg/dL).

Table 1: Logistic regression model of women vital and blood variables where only blood

variables appears in the model due to significance.
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4.2 Appendix e: Logistic regression model for men ‘s vital and

blood variables

Variable B S.E. Wald Df. Sig. Exp(B) 95% C.I. for Exp(B)

Constant -12.025 5.334 5.083 1 0.024 0.000

MCV 0.164 0.061 7.100 1 0.008 1.178
B, Regression coefficient; S.E., Standard error; Beta, Standard coefficient; CI, confidence interval;

1.044 - 1.329

LR of EE with significant variables: Medium Corpuscular Volume (MCV) (fL).

Table 2: Logistic regression model of men vital and blood variables where only blood

variables appears in the model due to significance.
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