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Background: The causal relationship between systemic arterial hypertension and target
organ damage (TOD) is well known, as well as the association with cardiovascular risk
factors (CV). Ambulatory blood pressure monitoring (ABPM) is important in monitoring
hypertension and assessing the risk of TOD.

Objective: To evaluate the relationship between blood pressure (BP) and clinical and
biochemical parameters in the development of TOD in hypertensive patients.

Methods: This was a retrospective cohort study with 162 hypertensive patients followed for
an average period of 13 years. The TOD investigated were left ventricular hypertrophy
(LVH), microalbuminuria, coronary artery disease (CAD) and stroke. Blood pressure was
assessed by ABPM and LVH using echocardiogram and electrocardiogram, respectively.
Biochemical-metabolic tests and 24-hour microalbuminuria were performed at baseline and
follow-up. The P-value <0.05 was considered significant.

Results: The average age was 69+11.8 years, with a predominance of women (64.8%), white
ethnicity (79.6%) and diabetics (78.4%). ABPM showed a significant reduction in BP values
during follow-up, although without association with TOD (microalbuminuria, stroke, and CAD),
except for LVH that showed a correlation with sleep BP >120/70 mmHg (P=0.044). The most
frequent TODs were LVH (29.6%), microalbuminuria (26.5%), CAD (19.8%) and stroke (17.3%).
In the follow-up, there was an association between LVH and diabetes; microalbuminuria was
associated with diabetes and triglycerides; stroke was associated with HDL-cholesterol (HDL-c),
microalbuminuria and carotid disease. CAD showed a relationship with age and HDL-c.
Conclusion: Predictive factors for TOD are age, microalbuminuria, diabetes, HDL-c,
triglycerides and carotid disease. Nocturnal BP is correlated with LVH. The absence of
a relationship between ABPM and other TODs can be explained by the use of effective
drugs, improvement of metabolic and blood pressure parameters.

Keywords: arterial hypertension, ambulatory blood pressure monitoring, left ventricular
hypertrophy, albuminuria, stroke, coronary artery disease

Introduction

The causal relationship between hypertension and target organ damage (TOD) is
well known;' however, the numerical value of blood pressure (BP) from which
chronic complications in the target organs begin is still discussed.”

The concept of prehypertension illustrates the demand for cutoff points in the
BP values from which there is greater or lesser involvement of susceptible organs
and to which subpopulation of hypertensive patients the same would apply.® Thus,
the appropriate BP values for patients with type 2 diabetes mellitus (DM), the
elderly, patients with coronary artery disease (CAD), chronic kidney disease (CKD)
and individuals after stroke remain undefined. It remains the subject of research
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regarding the outcomes of acute myocardial infarction
(AMI), stroke and cardiovascular death that are directly
affected by the most severe stages of hypertension.
A study of 4319 individuals showed that cardiovascular
outcomes were related to the presence of pre-existing
subclinical lesions in isolation or in association, without
direct dependence on BP values.* However, most publica-
tions evaluated the measure of office BP, sometimes
restricted to the systolic component.* SPRINT Trial
recently demonstrated a reduction in cardiovascular events
associated with more intensive BP control in the office.’
On the other hand, the BP obtained by ambulatory blood
pressure monitoring (ABPM) has shown greater accuracy
of adverse events in relation to office BP, mainly in
patients with masked hypertension. In individuals with
normal office BP and altered ABPM, there was a higher
prevalence of TOD, an unfavorable metabolic profile and
a high risk of cardiovascular events compared to patients
with normal ABPM. Therefore, ABPM assesses the sever-
ity of BP, by analyzing the pressure load on the heart and
vessels, predicting cardiovascular risk.®

In addition to the BP assessment, the combination of
pre-existing TODs increases the risk of developing new
injuries by 3.8% and this information is essential to clas-
sify cardiovascular risk, corroborated by the most recent
guidelines.”*

The present study evaluated the relationship between
BP values obtained by ABPM, metabolic-biochemical
parameters and the development of TOD in a population
of hypertensive patients followed up in a specialized out-
patient clinic.

Method

Population

Three hundred and ninety-seven hypertensive patients
treated at the specialized hypertension outpatient clinic in
the university hospital at State Medical School at Sao Jose
Rio Preto were selected in a retrospective cohort study in
the period from 2000 to 2016. The study was approved by
the Research Ethics Committee of the institution (CAAE:
20642013.0.0000.5415, no. 427.788 of 10/08/2013).

The inclusion criteria were as follows: two ABPMs,
two microalbuminuria measurements in 24-hour urine,
serum glucose, creatinine, uric acid and lipid measure-
ments, at different times, at baseline (beginning) and at
the end of the follow-up. Secondary hypertension, smo-
kers, estimated glomerular filtration rate <30 mL/min/m?

and individuals with body mass index (BMI) >35 kg/m?
were excluded. The smoker individuals were excluded for
two main reasons: small group of smokers <5% and incon-
sistent data described about the past and current condi-
tions. After evaluating the inclusion and exclusion criteria,
162 individuals were included.

Participants were assessed for gender, race/ethnicity,
age, BMI and follow-up time. Diabetes was defined
Diabetes
Dyslipidemia was identified by the measurements of total

according to the Brazilian Society.”
cholesterol (TC), high-density lipoprotein cholesterol
(HDL-c) and triglycerides (TG) after a 12-hour fast. The
low-density lipoprotein cholesterol (LDL-c) fraction was
calculated using the formula LDL-c = TC - HDL-c - TG/5
(for TG <400 mg/dL).

The use of statins, fibrates, salicylates and antihyper-
tensive treatment was also evaluated, according to the
pharmacological classes: angiotensin-converting enzyme
inhibitors (ACEIs) or angiotensin 2 receptor blockers
(ARBSs), thiazide diuretics, beta-blockers, calcium channel
blockers, spironolactone and others, all with regular use
for more than one year.

Target Organ Damage

All TODs were determined at baseline and at the end of
the follow-up. TOD patients at some stage in the follow-up
period were included. The following injuries were
assessed: left ventricular hypertrophy (LVH), microalbu-
minuria, stroke and CAD.

Left ventricular hypertrophy was defined by means of
electrocardiogram (ECG), using Sokolow-Lyon and
Cornell voltage criteria, and transthoracic echocardiogra-
phy (TTE), with determination of left ventricular mass
(LVM).”'%! Increased LVM was considered >198 g for
women and >294 g for men.'”!" Microalbuminuria was
analyzed in 24-hour urine and was considered abnormal
>30 mg/day.

Individuals with data on the medical records of long-
term disability, neurologic dysfunction, cognitive impair-
ment and suspected ischemic and hemorrhagic stroke were
submitted to computed tomography or brain magnetic
resonance imaging for diagnostic confirmation of cerebral
damage. Cerebral micro-bleeding was also included as
stroke. Moreover, subjects with diagnostic hypothesis of
transitory ischemic attack with normal brain image exams
were not included.

All the asymptomatic and symptomatic individuals
were submitted to tests to evaluate CAD. Subjects with
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abnormal stress test results, including typical chest pain,
were submitted to myocardial scintigraphy or invasive
coronary  angiography, depending on indication.
Significant CAD was defined by invasive coronary angio-
graphy as >50% stenosis of the left main stem and/or
>70% stenosis in a major coronary vessel.'>'? In cases
of MI, the diagnosis was based on clinical history and
confirmed by analysis of medical records that showed
previous enzymatic alterations (troponin and CK-MB),
electrocardiographic alterations suggestive of coronary
ischemia and proper treatment for this situation.

Duplex ultrasound was used to identify the carotid
stenosis, which was considered present when >50% lumi-

nal narrowing.

Ambulatory Blood Pressure Monitoring

ABPM was performed with the Spacelabs 90207 device with
software for programming the equipment and issuing reports.
It was installed during the day and, for 24 hours, it recorded
BP measurements every 20 minutes during wakefulness, and
every 30 minutes during sleep. Participants were instructed
to note daily activities, waking and sleeping times, medica-
tions and symptoms, defining periods of wakefulness and
sleep. ABPM evaluated systolic (SBP) and diastolic (DBP)
blood pressure in 3 periods: 24 hours, wakefulness and sleep.
The values of BP < 130/80 within 24 hours, <135/85 during
wakefulness and <120/70 mmHg during sleep were consid-
ered normal. Nocturnal dipper (ND) was standardized as
drop >10% of SBP in the period of wakefulness to sleep.

Laboratory Tests

Blood samples were collected after 12 hours of fasting to
measure TC, HDL-c, TG, blood glucose, uric acid, serum
creatinine and HbAlc. The tests were determined by the
electrochemiluminescence method in a COBAS C 501
device with the Roche reagent. The estimated glomerular
filtration rate (eGFR) was calculated using the Chronic
Kidney Disease Epidemiology Collaboration (CKD-
EPI)'* equation and microalbuminuria was measured in
24-hour urine. HbAlc was measured using the high-
performance liquid chromatography (HPLC) method,
with the Premier HB 9210 device.

Statistical Analysis

Continuous variables were presented as mean + standard
deviation and categorical variables as frequency. All clin-
ical, laboratory, ABPM, ECG and echocardiogram para-
meters were separated into “baseline”, when they were the

results of the first annotation in the chart and “follow-up”,
when they represented the last annotation. Student’s #-test
was used to assess the difference between the start and
follow-up parameters. Qualitative variables were analyzed
using the chi-square or Fisher’s exact test. Variables asso-
ciated with the TOD outcome in the univariate analysis
with values of p < 0.10 were candidates for the multi-
variate logistic regression model. The final variables of the
model with values of p < 0.05 were considered significant.
The statistical analysis was performed using the IBM-
SPSS Statistics for Windows version 21.0 software; IBM
Corporation, NY, USA). All tests were two-tailed and
P values <0.05 were considered significant.

Results

The population studied was 162 individuals, with a mean
age of 69 + 11.8 years, BMI = 29.27 kg/m” and a mean
follow-up of 13 + 3.13 years (varying from five to fifteen
years). The majority of patients (67.3%) were followed-up
for more than 10 years.

The majority of the sample was composed of women
(64.8%) and white ethnicity. The prevalence of DM was
78%. Thiazide diuretics and ARBs were the most widely
used antihypertensive drugs, more than 70% (Table 1).
Table 2 describes the TOD prevalence in the final part of
the study. The most prevalent TOD was LVH (on echocar-
diography, 29.6%), followed by microalbuminuria (26.5%),
CAD (19.8%), and stroke (17.3%). In the follow-up, there
was a significant reduction in mean SBP and DBP with
ABPM and dyslipidemia parameters. There was no difference
in office BP values and other laboratory parameters and LVM
during follow-up (Table 3). The parameters of glycemic con-
trol, eGFR and office BP showed no association with TOD.

The correlation between ABPM parameters and TOD
was examined using the Fisher’s exact test. The relation-
ship was demonstrated at baseline for LVH (both TTE and
ECG) and nocturnal dipper (P=0.001 and P=0.016, respec-
tively), as well as LVH (by ECG) and sleep BP >120/70
mmHg (P=0.029). However, only LVH (by TTE) and
sleep BP >120/70 mmHg remained correlated at follow-
up (P=0.044). All other correlations among the observed
parameters of ABPM and TOD were not found.

The variables submitted to univariate logistic regres-
sion are shown in Table 4. The mean BP in sleep >120/70
mmHg (follow-up ABPM) showed a significant relation-
ship with LVH and the 24-hour DBP with CAD. ABPM
showed no association with the parameters basal and fol-
low-up of eGFR and microalbuminuria.
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Table | Demographic and General Characteristics at Baseline

Categorical Variables N %
Female 105 64.8
Ethnicity (white) 129 79.6
Diabetes Mellitus 127 784
Microalb = 30 mg/24 h 42 259
LVM (TTE) M > 294 g/ W > 198 g) 52 32.1
LVH ECG 35 21.6
Betablocker treatment 78 48.1
CCB treatment 80 49.4
ARB treatment 119 735
ACE inhibitors treatment 48 29.6
Diuretic treatment 126 77.8
Spironolactone treatment 16 9.9
Aspirin treatment 78 48.1
Statin treatment 92 56.8
Fibrate treatment 5 3.1
Other drugs 25 15.4
Nocturnal Dipping ABPM 56 34.6

Abbreviations: Microalb, microalbuminuria; LVM, left ventricular mass; TTE,
transthoracic echocardiography; M, man; W, woman; LVH, left ventricular hyper-
trophy; ECG, electrocardiogram; CAD, coronary artery disease; CCB, calcium
channel blocker; ARB, angiotensin 2 receptor blocker; ACEI, angiotensin-
converting enzyme inhibitor; ABPM, ambulatory blood pressure monitoring.

Table 2 Target Organ Damage of the Population at Follow-Up

Categorical Variables N %

Microalb = 30 mg/24 h 43 26.5
LVM (TTE) (M > 294 g/W > 198 g) 48 29.6
LVH ECG 24 14.8
Presence of CAD 32 19.8
Presence of stroke 28 17.3
Presence of carotid artery disease 43 26.5
Nocturnal Dipping ABPM 47 29.0

Abbreviations: Microalb, microalbuminuria; LVM, left ventricular mass; TTE,
transthoracic echocardiography; M, man; W, woman; LVH, left ventricular hyper-
trophy; ECG, electrocardiogram; CAD, coronary artery disease; ABPM, ambulatory
blood pressure monitoring.

Left Ventricular Mass
Upon univariate analysis, LVM (by TTE) showed signifi-
cance with DM and with sleep BP (ABPM) >120/70, but
in multivariate logistic regression only DM remained sig-
nificant (P = 0.037) (Table 5).

Table 3 Laboratory and Left Ventricular Mass (Echocardiogram)
Parameters, and Ambulatory Blood Pressure Monitoring Values
at Baseline and at Follow-Up

Variables Basal Follow-Up P-value
Mean/SD Mean/SD

TC (mg/dL) 221.5+57.7 177.3+49.8 <0.001
HDL-c (mg/dL) 45.9+13.5 50.7x13.4 <0.001
LDL-c (mg/dL) 139.5+53.1 96.4+41.8 <0.001
TG (mg/dL) 166.7+100.2 142.4+95.6 0.001
eGFR (CKD-EPI) 65.2+19.4 65.2+24.2 0.997
Glucose (mg/dL) 148 + 43.5 137.5 £ 42.6 0.238
HbAlc (%) 7.5%1.7 7.3%13 0.398
Uric Acid (mg/dL) 59+1.8 6.0£1.9 0.164
24 h Microalb (mg) 34.4+60.6 63.0£211.8 0.664
LVM (g) 207.5+68.3 205.9+67.4 0.689
OSBP (mmHg) 143.9+21.8 140.4+18.2 0.187
ODBP (mmHg) 874 £13.1 859 *11.7 0.203
24 h SBP (mmHg) 138.5+16.0 132.9+14.7 <0.001
24 h DBP (mmHg) 83.3£12.1 78.1£10.9 <0.001
Awake SBP (mmHg) 140.4+16.4 134.4+15.0 <0.001
Awake DBP (mmHg) 85.0£12.4 79.4£11.6 <0.001
Sleep SBP (mmHg) 133.2%17.5 128.4x16.5 0.001
Sleep DBP (mmHg) 78.4%13.2 73.5%11.6 <0.001

Abbreviations: TC, total cholesterol; HDL-c, high density cholesterol; LDL-c, low
density cholesterol; TG, triglycerides; eGFR (CKD-EPI), estimated glomerular fil-
tration rate (Chronic Kidney Disease- Epidemiology Collaboration); HbAlc, gly-
cated hemoglobin; Microalb, microalbuminuria; LVM, left ventricle mass; OSBP,
office systolic blood pressure; ODBP, office diastolic blood pressure; SBP, systolic
blood pressure; DBP, diastolic blood pressure; SD, standard deviation.

Microalbuminuria
Multivariate logistic regression showed that the predictors of
microalbuminuria were the presence of DM and TG (Table 5).

Stroke

Regarding stroke, the statistical significance of univariate
analysis was for male gender, HDL-c, follow-up microal-
buminuria >30 mg/day, carotid disease and LVH by ECG
(Table 4). Multivariate analysis showed statistically sig-
nificant HDL-c, microalbuminuria >30 mg/day and carotid
disease for stroke (Table 5).

Coronary Artery Disease
The multivariate analysis demonstrated statistical rele-
vance for age and follow-up HDL-c (Table 5).

Discussion

The present study of hypertensive patients followed for
a mean of 13 years = 3 years demonstrated that the office
BP values and the ABPM were not directly related to the
development of TOD (microalbuminuria, stroke and
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Table 4 Univariate Logistic Regression for Target-Organ Damages at Follow-Up

LVH Microalb Stroke CAD
OR IC P OR IC P OR IC P OR IC P
AGE 1.02 | 0.99-1.06 | 0.108 1.00 | 0.97-1.03 0.940 1.02 | 0.98-1.05 | 0.330 1.06 | 1.02-1.10 | 0.003
GENDER (MALE) 051 | 0.24-1.09 | 0.081 .13 | 0.55-2.33 0.746 | 3.02 | 1.31-6.96 | 0.009 | 1.85 | 0.84—4.06 | 0.125
DM 3.07 | 1.11-8.48 | 0.03 343 | 1.13-10.40 | 0.029 | 1.0l | 0.38-2.73 | 0.980 | 0.79 | 0.32-1.94 | 0.603
TC 1.00 | 0.99-1.01 | 0.709 1.01 1.00-1.01 0.078 1.00 | 0.99-1.01 | 0.884 1.00 | 0.99-1.00 | 0.222
TG 1.00 | 0.99-1.01 | 0.350 1.01 1.01-1.05 0.003 | 1.00 | 1.00-1.01 | 0.234 1.0 1.00-1.01 | 0.292
HDL-C 098 | 0.96-1.01 | 0.238 | 0.98 | 0.95-1.01 0.111 0.95 | 0.92-0.99 | 0.016 | 0.95 | 0.92-0.99 | 0.009
MICROALB > 30 MG | 1.0l | 0.96-1.04 | 0.102 | — - - 3.62 | 1.55-8.45 | 0.003 | 0.58 | 0.22-1.52 | 0.269
24 H DBP 1.0 0.97-1.03 | 0.998 1.02 | 0.99-1.06 0.153 1.01 | 0.97-1.05 | 0.616 | 0.96 | 0.92-1.00 | 0.049
SLEEP SBP 1.02 | 1.00-1.04 | 0.082 1.01 | 0.99-1.04 0.200 1.00 | 0.98-1.03 | 0.880 1.02 | 0.99-1.04 | 0.134
SLEEP DBP 1.03 | 1.00-1.05 | 0.092 1.03 | 1.00-1.06 0.092 1.0l | 0.98-1.05 | 0.434 | 0.98 | 0.94-1.01 | 0.233
BP > 120/70 3.09 | 1.01-9.43 | 0.047 | 1.92 | 0.68-5.40 0.216 | 0.76 | 0.28-2.08 | 0.593 122 | 0.43-3.5 0.708
LVH (ECG) - - - 1.02 | 0.98-1.04 0.097 | 295 | 1.12-7.80 | 0.029 | 1.86 | 0.704.96 | 0.215
CAROTID DISEASE 0.98 | 0.95-1.03 | 0.104 1.03 | 0.99-1.05 0242 | 3.62 | 1.55-8.45 | 0.003 | 2.28 | [.01-5.15 | 0.047

Note: The significant P-values are marked in bold.

Abbreviations: DM, diabetes mellitus; TC, total cholesterol; TG, triglycerides; HDL-c, high-density cholesterol; Microalb, microalbuminuria; SBP, systolic blood pressure;
DBP, diastolic blood pressure; BP, blood pressure; LVH (ECG), left ventricular hypertrophy by electrocardiogram; LVH, left ventricular hypertrophy (assessed by left
ventricular mass); CAD, coronary artery disease; OR, odds ratio; Cl, confidence interval; P, P-value.

Table 5 Multivariate Logistic Regression for Target-Organ Damages at Follow-Up

LVH Microalb Stroke CAD

OR IC P OR IC P OR IC P OR IC P
AGE - - - - - - - - - 1.07 | 1.03-1.11 | 0.002
DM 3.0 1.07-8.39 | 0.037 | 5.17 | 1.51-17.74 | 0.009 | — - - - - -
TG - - - 1.01 1.00-1.05 0.01 - - - - - -
HDL-C - - - - - - 0.95 | 0.90-0.99 0.027 | 0.95 | 0.91-0.98 | 0.004
MICROALB - - - - - - 427 | 1.50-12.17 | 0.007 | — - -
CAROTID DISEASE | — - - - - - 3.12 | 1.09-8.90 0.034 | — - -

Note: The significant P-values are marked in bold.
Abbreviations: DM, diabetes mellitus; TG, triglycerides; HDL-c,
ventricular mass); CAD, coronary artery disease; OR, odds ratio;

CAD), considering the normal behavior of the BP during
wakefulness and the close to adequate control in the 24
h (ABPM), a fact that reduced the association of hyperten-
sion with these evaluated organic lesions. Hypertension is
involved in more than 50% of deaths caused by CVD,'*'®
being a risk factor with a greater impact for stroke com-
pared to CAD. Thus, BP control is critical to prevent
TODs induced by hypertension, according to a meta-
analysis that compared intensive BP control versus
standard.'” In addition to BP control, the high percentage
of treatment with target organ protective antihypertensive
drugs (thiazides and blockers of the renin-angiotensin-
aldosterone system) may also have contributed to this
finding.'® 2° Additionally, the follow-up showed improve-
ment in dyslipidemia; however, diabetes control has not

high density cholesterol; Microalb, microalbuminuria; LVH, left ventricular hypertrophy (assessed by left
Cl, confidence interval; P, P-value.

changed. Therefore, the results showed the importance of
other risk factors for the development of TOD, other than
just BP. Renal function, glycemia, and microalbuminuria
remained stable during follow-up, demonstrating that ade-
quate BP control may have influenced these subclinical
TODs in the long term.

According to Clement et al, who evaluated the associa-
tion between ABPM and subsequent cardiovascular events
in 1963 treated hypertensive patients followed for 5 years,
a mean 24-hour SBP lower than 135 mmHg decreased
cardiovascular risk even after adjustment for office BP
and other confounders.”' In our study, the mean 24-hour
SBP of follow-up was 132.9 mmHg, a fact that may
explain the TOD protection found in cases of microalbu-
minuria, stroke and CAD. However, the only ABPM
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parameter correlated to TOD in the follow-up, in this case
LVH, was sleep BP >120/70 mmHg. Therefore, our results
demonstrated that ABPM correlates to LVH, similar to
study performed by Bliziotis et al, who showed relation-
ship more important between ABPM and LV geometry
than office BP.*

The most frequent TOD in our study was LVH
(observed by LVM), similar to a study that showed
41%.%
Considering that almost 80% of our sample had DM,

LVH prevalence ranging from 36% to
a higher prevalence could be expected of LVH, since
Cuspidi et al demonstrated a higher prevalence of LVH
(58% to 77%) in conditions, such as severe hypertension,
DM or cardiovascular disease.”®* On the other hand,
Wang et al found a 23% prevalence of LVH in asympto-
matic diabetics over 65 years of age, similar to our
study.”> In any case, the use of drugs that act on ven-
tricular remodeling and the reduction in BP observed by
ABPM may explain the lower prevalence of LVH in our
sample.'®*® However, the LVM calculation method with-
out body surface correction may have interfered with our
results. According to Yildiz et al, the two-dimensional
echocardiogram is the most used in the evaluation of the
LV (left ventricular) geometry and the relative thickness
of the LV wall; however, it is less accurate in asym-
metric hypertrophy.?® Our patients had hypertension with
concentric hypertrophy, which is expected in this mor-
bidity. Thus, as it is difficult to establish standards for
assessing LVM, correcting for body surface or height,
especially in extreme obesity,”> we consider that the
exclusion of moderate to severe obesity in our series
reduced the probable interference of obesity in LVM
calculation.

Although the two outcomes assessed, LVH and CAD,
showed a significant relationship with ABPM on univariate
analysis, they did not remain on multivariate. As discussed
previously, the Fisher’s correlation showed an association
between LVH and sleep BP > 120/70 mmHg, a situation
observed by other authors, who described that LVM corre-
lated with the nocturnal systolic component of BP?” and
with no difference in BP between waking and sleeping
periods.®*®* Similarly, the SPRINT study demonstrated
that intensive control of systolic BP (SBP < 120 mmHg)
decreased the risk of developing LVH and caused LVH
regression in individuals with this pre-existing change.*

In the present study, DM was an independent predictor
of LVH, a fact that was also observed in prediabetic
patients by other authors.*'*> The LVH assessment,

using ECG, was related to stroke, even though multi-
variate analysis was not significant. Corroborating this
finding, the ALLHAT study reported an association
between LVH (by ECG) and increased cardiovascular
risk and all-cause mortality in treated hypertensive
patients.*> More recently, Cao et al showed that each 19
mmHg increase in SBP led to a 49% higher risk of LVH,
emphasizing the importance of ECG as a predictor of
LVH.>* Regarding microalbuminuria, DM and TG were
predictors of this subclinical lesion, compatible with stu-
dies in diabetics®> and non-diabetics.>® Additionally, TG
can be a predictor of decline in renal function.*”-*® In our
study, better glycemic control (HbAlc = 7.3%) had no
influence on the presence of microalbuminuria, since this
correlation has been found with higher HbAlc values
(>10.5%).%°

Our results demonstrated that HDL-c, microalbumi-
nuria >30 mg and the presence of carotid disease were
associated with the development of stroke. The protective
association of HDL-c for stroke has also been previously
demonstrated for ischemic and hemorrhagic stroke.**!
Most diabetics in our sample reaffirm the impact of DM
as a risk factor for stroke, since albuminuria in diabetics
increased the risk of stroke in about 80%.%* On the other
hand, the SPRINT trial found an association between
microalbuminuria and stroke in the absence of DM.*
Our study did not show an association between glycemia
and stroke, as HbAlc was close to normal, unlike the
higher risk of stroke observed with HbAlc > 10%.*?
Finally, the presence of CVD, including peripheral arterial
disease, CAD and carotid disecase, represents a well-
established risk factor for stroke.***>

Regarding CAD, there was no association with 24-hour
DBBP, a finding similar to two American studies, NHANES
(National Health and Nutrition Examination Survey/2013—
2016) and ARIC (Atherosclerosis Risk in Communities
Study).*® We also observed that only age and HDL-c
were predictors of CAD, which is consistent with large
observational studies.*”*® In our data, we observed that
the average HDL-c of around 50 mg/dL led to a reduction
in relative risk by about 5%. Recently, a cardiovascular
risk survey of the Brazilian adult population showed that
age and HDL-c were indicators of CV risk.*’

Study Limitations and Strengths

Some limitations deserve to be mentioned. Initially, it was
a retrospective observational cohort study with analysis of
medical records, which could change the accuracy of the

I I 8 https:

Dove!

Integrated Blood Pressure Control 2021:14


https://www.dovepress.com
https://www.dovepress.com

Dove

Paz Landim et al

data, although the inclusion and exclusion criteria tried to
reduce this effect. Secondly, we did not use LV mass index
calculation to assess LVH, but only LVM. However, we
consider that the exclusion of obese patients with grades 2
and 3 reduced possible interferences. Third, smoking was
not assessed as a risk factor due to inconsistent medical
record data. Fourth, CAD was considered only in patients
undergoing hemodynamic evaluation, not including indi-
viduals with possible coronary lesions, without imaging
exams. Finally, the sample number may have influenced
variables that are generally associated with TODs.

As this is a real-life study, of a cohort of hypertensive
individuals with established TOD, this research highlights the
impact of risk factors and complications generated by hyper-
tension throughout the natural history of the disease. The
exclusion of smokers and moderate to severe obesity reduced
the confounding factors in the data analysis. Finally, the lack of
correlation between TOD and BP values (observed by
ABPM), except for nocturnal BP, which correlated with
LVH, reaffirms the importance of controlling other risk factors
with measures that act in the progression of atherosclerotic
disease.

Conclusion

In a population of hypertensive patients, mostly diabetic,
followed for about 13 years, LVH was the most prevalent
TOD, followed by microalbuminuria, CAD and stroke. LVH
associated with DM
Microalbuminuria was a predictive factor for stroke and

was and microalbuminuria.
HDL-c showed an inverse relationship with stroke and
CAD. There was no association of ABPM parameters with
microalbuminuria, stroke, and CAD. However, sleep BP on
the ABPM was correlated with LVH. Satisfactory BP con-
trol, use of effective drugs in reducing CV risk and improve-
ment of other metabolic parameters during follow-up were
protective factors in this cohort of hypertensive patients.
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