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Abstract

Purpose: To study the differences in the prevalence, risk, and grade of control of different cardiometabolic
comorbidities in patients with primary aldosteronism (PA) and essential hypertension (EH) matched by
age, sex, and blood pressure levels at diagnosis.

Methods: Case-control study of a secondary base (PA patients in follow-up in a tertiary hospital between
2018-20). Controls were patients with EH, matched by age, sex, and baseline diastolic (DBP) and systolic
blood pressure (SBP).

Results: Fifty patients with PA and 50 controls were enrolled in the study. At diagnosis, PA patients had a
higher prevalence of chronic kidney disease (CKD) than controls (18.4% vs. 2.1%, P=0.008). No
differences were detected in the prevalence of other cardiometabolic comorbidities nor in their degree of
control (P>0.05). All patients received antihypertensive medical treatment and 10 PA patients underwent
unilateral laparoscopic adrenalectomy.

After a median follow-up of 31.9 [IQR=1.0-254.8] months, PA patients presented a greater degree of
declination of kidney function than controls (Average decrease in glomerular filtration rate (MDRD-4)
-17.6+3.1 vs -2.8+1.8 ml/min/1.73m?, P<0.001). There were no differences in the grade of SBP (P=0.840)
and DBP control (P=0.191), nor in the risk of developing other comorbidities or in their degree of control.

Conclusions: PA patients have a prevalence of CKD ten times higher than those with EH matched by age,
sex, and blood pressure levels. Furthermore, the risk of kidney function impairment throughout the follow-
up is significantly greater in PA patients and is independent of the degree of blood pressure control.

Introduction

Primary aldosteronism (PA) is a condition that is a result of the autonomous excessive production of
aldosterone that escapes regulation from angiotensin or plasma potassium concentrations (1). PA is
considered the main cause of secondary hypertension, estimating that 5-10% of cases of arterial
hypertension are caused by this condition (2).

There is compelling evidence to suggest that prolonged exposure to high aldosterone concentrations has
a deleterious effect on the cardiovascular system and is associated with target organ damage,
independently of blood pressure control (3)(4). Nonetheless, current evidence regarding the link between
PA and cardiometabolic risk independently of blood pressure levels is conflicting; some studies point
towards an increased risk of metabolic syndrome (5) and cardiovascular and cerebrovascular events
compared to patients with essential hypertension (EH) (3, 6) and others reporting no differences (7-10).

So, although generally a higher cardiometabolic risk has been reported in PA patients than in similar
patients with EH, the evidence is limited by small sample size and potential confounding factors that had
not been evaluated. Therefore, the aim of our study was to analyze the differences in the prevalence, risk
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during follow-up, and grade of control of the different cardiometabolic comorbidities in PA patients and
controls with EH matched by sex, age, and blood pressure levels, and try to find out the question about
the differences in the cardiometabolic risk in PA and EH patients after adjusting by possible confounding
factors.

Methods

Patients.

All patients with a confirmed diagnosis of PA who had their last follow-up visit between 2018 and 2020
were included as cases in this study. During this period, the diagnosis of PA was made in 52 patients.
Patients with PA and concomitant autonomous cortisol secretion (ACS)-defined as dexamethasone
suppression test > 1.8ug/dl- were excluded(n = 2) (11). A control group was selected from the ADRENAL
INCIDENTALOMA register at Ramon y Cajal University Hospital (RCUH), which contains information from
730 patients with adrenal incidentalomas (Als). 50 patients with Als without any hormonal secretion (no
diagnosis of PA, pheochromocytoma, Cushing’s syndrome, or/and ACS) and with essential hypertension
(EH) were selected using cumulative sampling. PA and EH were matched 1:1 for age, sex, systolic (SBP),
and diastolic blood pressure (DBP) at the diagnosis (Fig. 1). This study was approved by the local ethics
committee of the RCUH.

Clinical evaluation

Data on demographic factors (age and sex), comorbidities (hypertension, type Il diabetes mellitus,
obesity, dyslipidemia, chronic kidney disease (CKD) and cardiovascular and cerebrovascular diseases),
has been collected, as well as further data about medical treatment with antihypertensive, oral
antidiabetic and lipid-lowering medications, insulin and antiplatelet agents. Figures about physical
evaluation as SBP, DBP, and body mass index (BMI (kg/m2)) was also included. SBP and DBP
measurements were made with an electronic device. All these variables were collected at the diagnosis
and at the last visit to our unit.

We defined CKD as a glomerular filtration rate (GFR) < 60 mL/min/1.73m? (GFR was estimated with the
modification of diet in renal disease formula (MDRD-4)) for a period of more than 3 months (12). The
following factors have been considered cardiovascular disease: history of ischemic and/or hypertensive
heart disease, heart failure, arrhythmias, and/or valvular heart disease. Cerebrovascular disease included
ischemic and/or hemorrhagic stroke and transient ischemic attack. Microalbuminuria was defined as a
urinary albumin-creatinine ratio between 30-300 mg/g and proteinuria more than 300 mg/g.

PA was diagnosed based on positive case detection of plasma aldosterone concentration (PAC)/plasma
renin activity (PRA) ratio >20 ng/dL/h or PAC/plasma renin concentration (PRC) ratio > 1.8 pUl/mL, with a
PAC >15 ng/dl and at least one positive result from a confirmatory test, (all patients underwent a saline
infusion test except one patient who underwent a captopril test), except in those patients with
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spontaneous hypokalemia, plasma renin below detection levels plus PAC >20 ng/dL. (10) (2). Renin and
aldosterone determinations were performed after the withdrawal of antihypertensive drugs that might
interfere with the results and with oral potassium supplementation if plasma potassium was < 3.5
mEq/L.

Adrenal vein sampling (with cosyntropin stimulation) was performed in 19 patients with a successful
sampling in 5 of them (selectivity index >2 in both adrenal veins).

Laboratory test

Data has been collected on fasting plasma glucose, glycated hemoglobin (HbA1c), total cholesterol, HDL-
c, LDL-c, triglycerides, serum creatinine, uric acid, GFR (MDR-4), microalbuminuria, proteinuria, parathyroid
hormone (PTH), sodium, and serum potassium at the initial, at the diagnosis and at the last visit into our
unit. Measurement of aldosterone and PRA or PRC was performed in all patients (PA and controls) and all
controls underwent a 1 mg dexamethasone suppression test (13).

Laboratory assays

PRA (by the generation of angiotensin | in vitro) and PAC was measured using a radioimmunoassay
(Beckman Coulter). The mean intraassay and inter-assay coefficients of variation (CV) for PRA, were <
11.3% and < 20,9% respectively with a least detectable activity of 0.20ng/dL/h, and the mean intraassay
and inter-assay coefficients of variation (CV) for PAC, were < 12.6% and < 17.2% respectively with a least
detectable concentration 1.44 pg/mL.

Since October 2018, PAC and PRC were measured using a chemiluminescence immunoassay (LIASON
assay from Diasorin) with an analytical sensitivity (least detectable concentration) of 1,45 ng/dL for
aldosterone and < 0,53 pUI/mL for renin. The functional sensitivity (analyte concentration at which the
inter-assay CV <20 %) is 1,6 to 1,96 pUl/mL for PRC and 1,91 ng/dL for PAC.

Statistical analysis

Case-control study of secondary base (follow-up PA patients at the HURC between 2018-20). Controls
were patients with EH, matched 1:1 by age, sex, and baseline DBP and SBP. The analysis was performed
with STATA 15. Data for continuous variables were expressed as mean + standard deviation (SD) or
median and interquartile range and as percentages (and absolute values) for categorical variables.
Normality was tested using the Shapiro-Wilk normality test and homogeneity of variances using the
Levene’s test. The Student t or U-Mann Whitney tests were used for quantitative variables depending on
normality assumption and the X2 test for qualitative variables. The odds ratio (OR) for qualitative
variables was calculated using logistic regression. Multivariant logistic regression analysis was
performed to analyze the influential of possible confounding factors. Hazard ratios through follow-up
were calculated from Cox regression analyses. Comparisons between paired-samples (baseline vs follow
up evaluation values) were assessed by paired t-test. The level of P <0.05 was considered statistically
significant for all the analyses.
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Results

Baseline clinical characteristics

Fifty patients with PA and 50 with EH were included. As a result of the matching process, age, sex, and
SBP and DBP were similar between cases and controls. 54.9% of PA patients presented unilateral forms
according to imaging tests (CT and/or MRI) and in the remaining were bilateral. Hypertension was
present in 100% of PA and hypokalemia (serum potassium <3.5 mEq/L) in 36.2%. No differences were
detected in the proportion of patients with SBP =160 and/or DBP = 100 mmHg at diagnosis among
patients with PA and EH (25% vs 20.5%, P=0.619), but the mean number of antihypertensive drugs
necessary to BP control was significantly higher in patients with PA than in controls (2.7+0.2 vs 1.8+0.2,
P=0.001). The baseline characteristics of the patients at their first hospital evaluation are shown in Table
1.

Baseline cardiometabolic profile

At diagnosis, a ten-fold higher prevalence of CKD was observed in patients with PA than in controls
(OR=10.6, 95% CI=1.28-87.1). These differences persisted after adjusting by age, type 2 diabetes, and
obesity (adjusted-OR=9.4, 95%Cl=1.10-80.2). Besides, patients with PA presented significantly higher
levels of PTH than controls (Table 1). Any clinical or analytical factor was specifically associated with an
increased risk of CKD (P> 0.05).

No differences were observed in the prevalence of other comorbidities, including cardiovascular disease
(Table 1). However, when the causes of cardiovascular disease were analyzed separately, a higher
prevalence of ischemic heart disease was detected in patients with PA (12.0 vs 2.0%, P=0.050), but not in
hypertensive heart disease (P=0.307), valvular disease (P=0.079), arrhythmias (P=1.00) and heart failure
(P=1.000). There were also no differences in the proportion of patients under lipid-lowering drugs
(P=0.142), oral antidiabetic (P=0.741), insulin (P=0.913), or antihypertensive (P=1.00) treatment between
groups.

Cardiometabolic profile throughout the follow-up

All patients were treated with antihypertensive drugs and 10 patients with PA underwent unilateral
laparoscopic adrenalectomy. The antihypertensive of choice was antagonist of mineralocorticoid
receptors in 32 patients with PA (12 eplerenone (median doses 75mg/day [range 25-100] and 20
spironolactone (median doses 50 mg/day [range 25-100]), but in any control.

After a median follow-up of 31.9 [IQR=1.0-254.8] months, patients with PA presented a greater
deterioration of kidney function than controls (GFR -17.63.1 vs -2.8 + 1.8 ml/min /1.73m?, P <0.001). The
only other factor associated with a greater risk of impaired kidney function was the presence of CKD at
diagnosis (P=0.008). PA was an independent risk factor of impaired kidney function since statistical
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significance persists after adjusting by age, CKD, type 2 diabetes and obesity (non-adjusted =-14.8,
95%Cl=-22.04 to -7.57; adjusted = -19.66, 95%Cl= -19.66 to -2.74)

No differences were found in the degree of control of SBP (P=0.840), DBP (P=0.191), or in the risk of
developing other comorbidities or in their degree of control throughout the follow-up. However, PA
patients were under a mean of 2.5+0.2 antihypertensive drugs compared to 1.9 + 0.2 in the case of
patients with EH (P= 0.034) (Table 2).

Discussion

In this study, we have found that patients with PA have a ten-fold higher prevalence of CKD at diagnosis
and a higher risk of progressive kidney function impairment during follow-up than EH controls matched
by age, sex, and blood pressure levels. Moreover, the prevalence of ischemic heart disease was six times
higher in PA patients.

We found a prevalence of CKD more than ten times greater in patients with PA than controls. Similar
results have been reported previously (14-17), and it is consistent with the harmful effects documented
not only on the cardiovascular system but also on kidney function in long-standing PA (18)(19). Several
clinical studies have reported possible kidney abnormalities such as proteinuria and decreased GFR in
relation to plasma aldosterone concentration regardless of other known risk factors (14)(15). Often this
damage is masked until the treatment of PA is performed (20). Elevated aldosterone levels have been
suggested to cause glomerular hyperfiltration, which explains the decrease in GFR after treatment, and
the severity of excess aldosterone in the pretreatment period seems to be the most important risk factor
for deterioration of the renal function (18)(17)(21). This decrease is greater in patients with PA than in
those with EH after the initiation of antihypertensive treatment, therefore the decrease in renal function
cannot be attributed only to the decrease in blood pressure, and the alternative and more probable
explanation is the resolution of aldosterone-induced glomerular hyperfiltration after treatment(20)(21).
Some studies have shown that the treatment of PA with mineralocorticoid receptor antagonists and
surgery lowers GFR as volume expansion and glomerular hyperfiltration are mitigated (17)(22)(18). Thus,
it seems clear that PA, regardless of the influences of blood pressure, is associated with a much higher
risk of adverse renal outcomes compared to EH. Our hypothesis is that the higher risk of CKD in PA could
be attributed to the effect of mineralocorticoid receptor activation by aldosterone in the context of volume
expansion (23).

In our cohort of patients with PA, any clinical or hormonal characteristic was useful to predict CKD.
However, the PAPY study found that plasma aldosterone, BMI, and age significantly predicted GFR (15).
Wu et al. identified older age, diabetes mellitus, lower BMI, lower serum potassium, and higher PRA as
factors related to kidney impairment in PA patients (24). Moreover, other authors demonstrated that
pretreatment plasma aldosterone, plasma renin, plasma potassium, and pretreatment eGFR are
independent predicting factors for the decline in GFR (18)(19); and others (21) that urinary albumin
excretion and potassium were the only two independent predictors. The fact that any risk factor of GFR
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declination has been identified in our study could be justified by the matched process that eliminates
differences in some known factors that affect kidney function and the similar cardiometabolic profile of
both patient groups.

Another important finding was the significantly increased levels of PTH in patients with PA than in EH
controls. The most plausible explanation in our study for this hyperparathyroidism is a secondary cause
due to the higher prevalence of CKD in our cohort of PA. This theory is supported by other authors (25)
(26). However, other authors (27)(28) have reported an increase in PTH levels in PA patients regardless of
kidney function and vitamin D status. The exact mechanism by which aldosterone stimulates PTH
remains unknown. However, evidence exists that aldosterone may impact on mineral homeostasis by
increasing renal and fecal loss of calcium and magnesium and in turn, this may stimulate the secretion
of PTH (29). Nevertheless, we cannot rule out a bidirectional interaction between the two hormonal
systems as other studies have previously suggested (30)(31). The authors found the presence of
mineralocorticoid and angiotensin Il type 1 receptors in adenomatous tissue of the parathyroid gland,
which could lead that both aldosterone and angiotensin Il increased PTH secretion.

Although, globally, we could not demonstrate differences in the risk of cardiovascular disease between PA
patients and controls, ischemic heart disease was six times significantly more common in PA patients
than in EH controls. This is in agreement with the reported previously by several authors (3)(6)(32).
Milliez et al. (3), were the first to demonstrate a significantly higher rate of myocardial infarction (4.0% vs
0.6%, P <0.005) in a large cohort of patients with PA in comparison with EH patients matched by age,
gender, BR smoking history, creatinine and serum glucose levels. The French cohort of Savard et al. (6)
also showed that patients with PA had a two-fold and 2.6-fold higher prevalence of coronary artery
disease and nonfatal myocardial infarction, respectively. Moreover, a recent meta-analysis (33) including
3838 patients with PA and 9284 patients with EH with comparable baseline characteristics found that
those patients with PA were at increased risk for coronary artery disease (OR 1.77,95% Cl=1.10-2.83)
compared with controls. Nevertheless, other authors (8—10) found no differences in the risk of ischemic
heart disease. This discrepancy may be due to the lower incidence of coronary arterial disease in the
Japanese population compared with Western countries. Racial differences and/or small number of
events might explain the lack of significant difference in the analysis of ischemic heart disease risk (10).
Likewise, in the work by Takeda et al. (8) EH controls were matched for age and gender but not for BP
level.

During follow-up, our cohort of PA patients experienced a higher risk of deterioration of kidney function
than controls, despite similar levels of SBP and DBP. Similar results were previously reported (24). There
is limited information about the effect of prolonged aldosterone excess on kidney function (34); however,
significant histological damage of the kidney has been noted in PA patients (35). There is evidence which
supports that increased aldosterone is an independent contributor to small- and note-sized arterial injury
and nephropathy (35), and that aldosterone-induced structural damage may affect primarily intrarenal
vessels as a result of chronic hypertensive injury and aldosterone-related endothelial dysfunction (35)(19)
(36). Furthermore, the glomerular hyperfiltration in PA plays a role in the progression of CKD (24), and the
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excessive urinary albumin excretion could be an indicator of target-organ damage associated with PA
(37). Moreover, PA without suppression of plasma renin was associated with the histological evidence of
renal arteriolosclerosis (38), and higher pretreatment renin concentrations were associated with a lower
probability of curing hypertension and less improvement of albuminuria after treatment of PA (19).
Therefore, an evolutionary pattern of kidney impairment in PA from initial functional adaptation to
irreversible structural damage has been proposed (24).

As limitations of our study, it should be mentioned that it is a retrospective study, so no conclusions can
be drawn in terms of causality. However, the presence of the matching process by age, sex, and degree of
BP control limits the possibility of confusing factors and provides greater robustness to the results.
Nevertheless, the fact that patients with PA needed more antihypertensive drugs than controls at
diagnosis could introduce a bias as it could be related with a more severe hypertension and/or of longer
duration. One strength of the study is a relatively large number of patients were included in the study.
Another possible limitation of this study, it could be that patients with non-functioning incidentalomas
were selected as controls, classified as such with classical hormonal studies, but that it cannot be ruled
out that there is a secretion of other steroid hormones that could increase the cardiometabolic risk of
these patients and reduce differences in the cardiometabolic profile between PA and EH patients (39)(40)
(41).

Conclusion

Patients with PA have a prevalence of CKD ten times higher than those with EH matched by age, sex, and
blood pressure levels. Furthermore, the risk of kidney function impairment throughout the follow-up is
significantly greater in PA patients and independent of the degree of blood pressure control.
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Table 1. Baseline characteristics of cases and controls
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Age (years)
Females

Type 2 diabetes
Dislipemia
Cardiovascular
Cerebrovascular

CKD

Microalbuminuria

Proteinuria

Obesity

% of patients on

antihypertensive drugs

Number of

antihypertensives

% of patients on lipid-

lowering drugs*

BMI (kg/m2)
SBP (mmHg)
DBP (mmHg)
Glucose (mg/dl)
HbA1c (%)

Uric acid (mg/dl)

Primary
aldosteronism
(n=50)

57.7 [IQR 34.9-77.2]
42.9% (n=21)
22.0% (n=11)
42.0% (n=21)
26.0% (n=13)

6.0% (n=3)

18.4% (n=9)

26.5% (n=9)
14.7% (n=5)
43.2% (n=19)

100% (n=50)
2.7+1.20

51.2% (n=22)

30.7 [IQR 22.4-37.6)
143.842.9

85.5¢1.5

101 [IQR 75-160]
5.8 [IQR 5.3-7.9]

5.5[IQR 3.2-8]

Essential
hypertension
(n=50)

60.9 [IQR 47.9-
68.3]

45.8% (n=22)
22.9% (n=11)
54.2% (n=26)
18.0% (n=9)
2.0% (n=1)

2.1% (n=1)

0%
0%

51.2% (n=22)
100% (n=50)
1.841.25

54.2% (n=26)
30.4 [IQR 23.2-
39.7]

139.842.5
85.8+1.2
97.5[IQR 78-158]

5.8 [IQR 5.3-9.1]

5.4[IQR 3.8-7.6]
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Measure of
association

d=-2.5,
95%Cl=-6.9-1.9

OR=1.1,
95%Cl=0.5-2.5

OR=0.9,
95%Cl=0.4-2.5

OR=0.6,
95%Cl=0.3-1.4

OR=1.6,
95%Cl=0.6-4.2

OR=3.1,
95%Cl=0.3-31.1

OR=10.6,
95%Cl=1.3-87.1

NC
NC

OR=0.7,
95%Cl=0.3-1.7

NC
d=-1.0,
95%Cl=0.4-1.5

OR=0.9,
95%Cl=0.4-2.0

d=-0.8,
95%CI=-3.5-2.0

d=4.0,
95%Cl=-3.6-11.7

d=-0.3,
95%Cl=-4.1-3.6

d=4.1,
95%Cl=-7.2-15.4

d=-0.3,
95%ClI=-1.0-0.4

d=0.2,
95%Cl=-0.4-0.9

value

0.303

0.768

0.913

0.228

0.334

0.307

0.008

0.152

0.456

0.001

0.775

0.691

0.297

0.888

0.289

0.365

0.537




Calcium (mg/dl) 9.4+0.1 9.4+0.1 d=-0.1, 0.601
95%Cl=-0.3-0.1

Phosphorus 3.1+0.1 3.3+0.1 d=-0.2, 0.198
95%Cl=-0.6-0.1

PTH (ng/dL) 88.315.6 47.4+4.4 g;4%|9,1 ’s 0.006
%Cl=12.9-
68.9

GFR (MDRD4) 85.2+3.8 84.5+2.1 d=0.8, 0.862
95%Cl=-7.8-9.4

LDL-c (mg/dI) 117.0¢5.5 120.8+5.7 d=-4.1, 0.601
95%Cl=-19.8-
11.6

HDL-c (mg/dl) 46.4£1.7 51.6+3.4 d=-5.1, 0.183
95%Cl=-12.8-2.5

Triglycerides 125.3+9.9 116.817.2 d=8.6, 0.488
95%Cl=-15.9-
33.0

PAC 48.9+5.6 13.4+1.5 d=35.5, <0.001
2;9?CI=23.8-

PRA 0.60.1 2.2+0.7 d=-1.6,95% 0.035
Cl=-3.0-0.1

BMI = body mass index; CKD = chronic kidney disease; DBP = diastolic blood pressure; GFR = glomerular
filtration rate (ml / min / 1.73m2); NC = not calculable; PAC= plasma aldosterone concentration; PRA=
plasma renin activity; SBP = systolic blood pressure. d makes reference to the differences between mean
or median value in patients with primary aldosteronism and control group; OR = odds ratio; IQR=
interquartile range

*Information about treatment with lipid-lowering drugs was not available in 2 patients with primary
aldosteronism and in 7 patients with essential hypertension

Measure of association of qualitative variables were calculated with logistic regression model (OR and
confident interval) and with t and U-Mann Whitney tests for quantitative variables (d and confident
intervals).

Table 2. Clinical and analytical differences throughout follow-up in patients with primary
hyperaldosteronism vs controls.
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New diabetes
New dislipemia
New

cardiovascular

New
cerebrovascular

New obesity
New CKD

A
antihypertensive
drugs

ASBP (mmHg)
ADBP (mmHg)
Aglucose (mg/dl)
AHbA1c (%)
AGFR (MDRD-4)
A uric acid
(mg/dl)

ALDL-c (mg/dl)

AHDL-c (mg/dl)

ATriglycerides
(mg/dl) dY

Primary
aldosteronism (n=50)
5.4% (2/37)

19.2% (5/26)

2.4% (1/41)

0%
0%

8.3% (3/36)
0.241.6
8.2¢3.4
3.241.7
0.6+3.4
0.0£0.2
17.63.1
2.742.4
8.616.7
0.241.7

34.2+17.8

Essential
hypertension (n=50)
9.1% (1/11)

12.5% (1/8)

0%

0%

0%

0%
0.2+0.7
-6.6+6.8
0.5+2.1
-0.1+2.9
0.1+0.1
-2.8+1.8
0.4+0.2
-8.9+8.8
-0.3+2.7

9.1+15.5

Measure of

association
HR=0.5,95%
Cl=0.0-5.8
HR=1.6, 95%ClI=
0.2-13.8

NC

NC

NC

NC

d=-0.4, 95%Cl -0.98-
0.11

d=-1.6,
95%Cl=-16.9-13.8

d=-3.7,
95%Cl=-10.9-3.6

d=0.7,95%
Cl=-11.4-12.9

d=0.0, 95%Cl= -1.0-
1.0

d=-14.8,95%
Cl=-22.0-7.6

d=2.3, 95%Cl=-2.5-
7.0

d=0.3, 95%Cl=-24.6-
252
d=0.1,95% Cl=-6.6-
6.7

d=43.3,95%
Cl=-21.3-107.9

value

0.658

0.662

0.339

NA

NA

0.283

0.115

0.838

0.316

0.904

0.963

<0.001

0.342

0.980

0.984

0.184

A = mean increase (value at the last visit - value at the initial visit); BMI =

not calculable; SBP = systolic blood pressure.

body mass index; CKD = chronic
kidney disease; DBP = diastolic blood pressure; GFR = glomerular filtration rate (ml / min / 1.73m2); NC =

HR = hazard ratio; d = differences in the mean value at the last follow-up and the initial visit
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Measure of association of qualitative variables were calculated with cox regression model (HR and
confident interval) and with paired t test for quantitative variables (d and confident intervals).

Figures
CASES: Patients with primary CONTROLS: Patients with
aldosteronism in follow-up NFAIl and essential arterial
between 2018-20 hypertension 2010-20
n=52 n=125
Exclusion criteria: Matched
. e —
associated ACS (n=2) process: by
v age, sex and
SBP and DBP
n=50 n=50

A CS=autonomous cortisol secretion; NFAI= non-functioning adrenal incidentalomas; SBP= systolic blood

pressure; DBP= diastolic blood pressure.

Figure 1

Cases and controls selection process
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