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ABSTRACT

Background: The coronavirus disease 2019 (COVID-19) has had a great impact on patients’ physical problems as well as psy-
chological status. However, there is limited data about the impact of psychological problems on cardiac function during the
COVID-19 pandemic. In this study, we aimed to investigate the relationship between mental health disorders and subclinical early
myocardial systolic dysfunction by left ventricular global longitudinal strain (LVGLS) imaging in patients recovered from COVID-19.

Methods: Of the 108 participants, 71 patients had recovered from COVID-19; the members of the study group were pro-
spectively recruited to the study after COVID-19 recovery. Comparisons were made with a risk-factor matched control group
(n=37). The psychological status of the subjects, namely, Depression, Anxiety and Stress Scale-21 (DASS-21), and the Impact
of Events Scale (IES-R) at follow-up visits, were assessed via questionnaire forms. The relationship between the psychological
parameters and LVGLS values was subsequently evaluated.

Results: Overall, 45.0% of patients with COVID-19 had some degree of anxiety after recovery. A significant negative correla-
tion was found between LVGLS and DASS-21 total score, DASS-21 anxiety subscale score, IES-R total score, and IES-R
intrusion subscale score (r= -0.251, p=0.02; r= -0.285, p=0.008; r= -0.291, p=0.007; and r= -0.367, p=0.001, respectively).
Furthermore, the DASS-21 total score was identified as an independent predictor of LVGLS (B=-0.186, p=0.03).

Conclusions: Patients who suffered from the COVID-19 disease may have experienced psychological distress symptoms
due to COVID-19, which may be associated with silent impairment in myocardial systolic functions measured by global longi-
tudinal strain analysis.

Key Indexing Terms: COVID-19; Left ventricular global longitudinal strain; Depression; Anxiety; Stress. [Am J Med Sci
2022; 1 (MW):1-15.]

INTRODUCTION

n December 2019, a novel coronavirus, known as
I Severe Acute Respiratory Syndrome Coronavirus 2

(SARS-CoV-2), first emerged in Wuhan, China and rap-
idly spread globally, causing an international outbreak of a
new form of pneumonia called coronavirus disease 2019
(COVID-19)." COVID-19 has caused a significant burden
on multi-organ systems, first of all lungs and also has had a
significant impact on individuals’ psychological health.

Therefore, it is important to manage the follow-up of recov-
ered patients for early identification of possible organ dam-
age and long-term consequences.

The COVID-19 outbreak has caused increased psycho-
logical problems such as stress, anxiety, and depression,
both in patients and in the general population.>® Cheng et
al showed that among 60 patients with COVID-19 in a
Wuhan hospital, the incidences of anxiety and depression
were 47.5% and 27.1%, respectively.® Post-traumatic
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stress disorder (PTSD), anxiety, depression, and other psy-
chological disturbances might be expected in COVID-19
patients, especially after intensive care unit admission.®
Infected as well as non-infected people are prone to the
development of psychological distress.®” Misleading infor-
mation about the new coronavirus disease, the number of
infected patients, quarantine periods, and the deaths
occurring throughout the course of the disease are some
of the main causes of psychological distress in the COVID-
19 pandemic.®

Healthy behaviors and mental status are critical for car-
diac health. Psychological disorders can play a major role
in the occurrence of cardiovascular diseases, which may
lead to myocardial dysfunction and poor cardiac out-
comes.® Coronary artery disease (CAD), myocardial dys-
function, and heart failure (HF) can all develop and
progress due to psychological stress, anxiety, and depres-
sion in patients without previous cardiovascular disease.’

Anxiety disorders such as PTSD and depression have
been found to be associated with an increased risk of
HF."°~"2 In a previous study, the diagnosis of PTSD was
linked with a 47% increased risk of HF over the subsequent
seven years.'® Similarly, depression was prospectively
found to be associated with an 18% increased risk of HF
development.'? This relationship may be explained by sev-
eral mechanisms, such as activation of the sympathetic
nervous system and autonomic dysfunction.

Myocardial dysfunction may present as subclinical
impairment of the left ventricular (LV) systolic function in
patients with COVID-19."* Left ventricular global longitu-
dinal systolic strain (LVGLS) measured by speckle-track-
ing echocardiography (STE) is a sensitive and objective
method that two-dimensional (2D)-STE has demon-
strated ability to identify subtle, preclinical impairments
in systolic function that are undetectable by conventional
imaging techniques, including LV ejection fraction
(LVEF)." LVGLS analysis is very useful in estimating
global LV myocardial tissue damage, and it provides
prognostic information in many cardiovascular dis-
eases.'® For example, Liu et al reported that in type 2
diabetes mellitus (DM) patients without known cardio-
vascular disease (CVD), impaired GLS was associated
with cardiovascular events including acute coronary syn-
drome, HF, or even cardiovascular death and provided
incremental prognostic information to HbA1c levels.'”
Again, in another study, LV systolic longitudinal dysfunc-
tion in DM patients with preserved LVEF of > 55%, as
identified by GLS, was reported as a marker of a preclini-
cal form of diabetic cardiomyopathy.'® Also, LV longitu-
dinal systolic dysfunction determined by GLS was found
to be precede irreversible myocardial dysfunction
and related overt HF in patients receiving cancer
chemotherapy.'®

In the present study, we aimed to investigate specific
psychological symptoms such as stress, anxiety, and
depression in patients who have recovered from COVID-
19 using the Depression, Anxiety, and Stress Scale-21
(DASS-21) and the Impact of Event Scale (IES-R), and to

evaluate whether these psychological problems had an
impact on subclinical myocardial systolic dysfunction
through LVGLS during the COVID-19 outbreak.

To the best of our knowledge, there has been no
published study investigating the association between
subclinical impairment in myocardial function by strain
imaging and psychological status of patients recovered
from COVID-19 infection.

METHODS

Study population

In the study group, 71 consecutive patients who
recovered from COVID-19 infection were prospectively
recruited to the study from a COVID-19 outpatient clinic
between November 2020 and May 2021, while the con-
trol group consisted of 37 patients matching the study
group in age, sex, body mass index (BMI), hypertension,
controlled diabetes mellitus, psychiatric disorder, and
smoking status. The diagnosis of COVID-19 had been
confirmed by real-time reverse-transcriptase-polymerase
chain reaction (RT-PCR) on samples taken from the
respiratory tract of the participants. Written informed
consent was obtained from all the subjects according to
the Declaration of Helsinki. This single center, prospec-
tive, observational study was approved by the local
Ethics Committee of Istanbul University (Decision no:
2020/11/208856).

Patients with CAD and acute coronary syndromes
within 3 months, patients with an LVEF of <50%, severe
valvular heart disease, atrial fibrillation, > stage 2 hyper-
tension, uncontrolled DM (HBA1c >8), chronic kidney
disease (GFR <30 mL/min/1 .73m2), chronic liver disease,
chronic obstructive pulmonary disease, chronic inflam-
matory diseases, a history of myocarditis, malignancy,
pregnancy, thyroid disorder, and all other clinical condi-
tions that may impair LV strain analysis, severe psychiat-
ric disorders in which the reality of assessment and
judgement is impaired, intellectual disability, alcohol and
drug abuse, or cognitive disorders, and poor echogenic-
ity were excluded from the study.

Study design

The study group included 71 consecutive patients
who had recovered from COVID-19 infection, and com-
parisons were made with the control group (n= 37) that
had no history of COVID-19 infection. The study group
was further classified into 2 groups according to whether
their recovery was at home (n=48) or in the hospital
(n=23).

The clinical and demographic characteristics, and the
control laboratory parameters of the patients were
recorded at follow-up visits. Treatments received for
COVID-19 infection and the image reports from
chest computed tomography (CT) during hospital admis-
sion were retrospectively obtained from the hospital
medical records of the COVID-19 patients. The severe
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pneumonia was identified with any of the following con-
ditions in patients: bilateral lung infiltration of >50%,
and/or multiple mottling and sub-pleural ground-glass
opacity based on CT scan, respiratory rate >30/minute
with hypoxemia; oxygen saturation <93% on room air.*°
Mild to moderate pneumonia was identified as the
patients in the absence of clinical signs of severe pneu-
monia. Patients with severe respiratory distress requiring
endotracheal intubation, hemodynamic instability with
hypotension (systolic blood pressure <90 mmHg) and
tachycardia (> 110 beats/minute), and signs of peripheral
hypoperfusion were admitted to the intensive care unit
(Icu).

A detailed echocardiographic examination was per-
formed on all the patients during their cardiac status
check. The median time interval after COVID-19 recovery
to the day of cardiac ultrasound was 118 days (range,
30-197 days).

Additionally, on the day of echocardiography, the
psychological status of the subjects was assessed via
inventories. The Turkish versions of DASS-21 and IES-R
were used to measure depression, anxiety, and stress
levels, and to evaluate acute stress symptoms of the
subjects, respectively.

Definitions

Patients were considered to have recovered from
COVID-19 when discharged from the hospital or at the
end of the quarantine period at home and they showed
no symptoms of infection in addition to a negative swab
test by RT-PCR on a respiratory tract sample.

Two-dimensional transthoracic echocardiography

During follow-up visits, transthoracic echocardiogra-
phy (TTE) was performed on all the subjects by two expe-
rienced cardiologists blinded to the groups and their
clinical data. The participants were examined in the left
lateral decubitus position with an iE33xMATRIX ultra-
sound system (Philips Medical Systems, Andover, Mas-
sachusetts) using an X5-1 (1-5 MHz) transducer.
Echocardiographic images were obtained in the
parasternal and apical views using the techniques rec-
ommended by the American Society of Echocardiogra-
phy.?" LV end-diastolic volume (LVEDV), LV end-systolic
volume (LVESV), and LVEF were calculated using the
biplane Simpson’s method.?? Left atrial volume index
(LAVI) was calculated. LV diastolic function was
assessed using the ratio of the peak early diastolic filling
velocity (E) to the late diastolic filling velocity (A): E/
A ratio, and the ratio of transmitral E to the mean of LV
medial septal and lateral early diastolic tissue velocities
(mean €’): E/e’ ratio. Right ventricular (RV) function was
determined by measuring tricuspid annular plane systolic
excursion (TAPSE) in the RV free wall. Pulmonary artery
systolic pressure (sPAP) was measured by tricuspid
regurgitation peak velocity.

Evaluation of depression, anxiety, and stress

Two-dimensional speckle-tracking
echocardiography

LV longitudinal systolic strain analysis was performed
by 2D-STE to track the regions of interest. The apical
four-, three-, and two-chamber views were obtained for
strain imaging. All data were stored digitally and subse-
quently analyzed offline using a dedicated software
(QLAb-CMQ) program. LVGLS was calculated as the
mean of the peak strain values of apical four-, three-, and
two-chamber views at aortic valve closure time for sys-
tolic strain analysis of the LV. In a meta-analysis, the nor-
mal values of GLS were reported to be varied from
—15.9% to —22.1% (mean, —19.7%; 95% Cl, —20.4%
to —18.9%).%° For the echocardiography laboratory of
our institution, mean values of LVGLS obtained by the
ultrasound system with QLAb-CMQ software program
were —21.6% =+ 2.9 in healthy volunteers.

Intra-observer and inter-observer reproducibility

Intra-observer reproducibility was calculated from
repeated measurements performed by the same opera-
tor after 3 months, and inter-observer reproducibility by
a second independent operator (EAG). Reproducibility
was assessed using the intraclass correlation coefficient
(ICC). The following levels of agreement were used:
excellent for ICC >0.74, good for ICC 0.6-0.74, fair for
ICC 0.4-0.59, and poor for ICC <0.4.%* Inter-observer
ICC was 0.89 (95% CI 0.806-0.937), and intra-observer
ICC of strain parameters was 0.93 (95% CI 0.888-0.954),
in this study.

Psychological evaluation in the study population

All participants were asked to fill out the forms and
inventories by self-administration while waiting in the iso-
lated lounge of the echocardiography unit prior to their
echocardiography.

INVENTORIES

1. Screening Questionnaire: Designed by the investi-
gators, this form consists of questions including
socio-demographical characteristics such as age,
sex, education level, marital status, lifestyle features,
and questions about COVID-19 experience and opin-
ions.

2. DASS-21: This self-report inventory evaluates psy-
chological symptoms in the past week. DASS-21 con-
sists of 21 questions on a 0-3 point scale.
Depression, anxiety, and stress were measured as
separate subgroups, with a total of seven questions
each. Higher scores indicate a higher level of psycho-
logical distress. The scores are grouped in five levels
ranging from normal to mild, moderate, severe, and
extremely severe, according to different cut-off
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values.?® This widely used tool has been translated
into Turkish and validated for the Turkish
population.?®

3. IES-R: This is also a widely used self-report scale for
screening distressful psychological symptoms asso-
ciated with a traumatic life event. In our investigation,
we changed the word “event” to “COVID-19 disease”
in order to make it easier for the participants to under-
stand the questions. |IES-R consists of 22 items
scored from 0 to 4 and three subscales, i.e.intrusion,
avoidance, and hyperarousal. IES-R is not a diagnos-
tic tool for post-traumatic stress disorder; however,
higher scores indicate higher negative psychological
reactions to the event.>” The Turkish validity and reli-
ability of this score was made by Corapgioglu et al. in
2006.°

Statistical analysis

Statistical analysis was conducted using the Statisti-
cal Package for the Social Sciences 26.0 version for Win-
dows (SPSS Inc., Chicago, IL, USA). The Kolmogorov
—Smirnov test was used to test the normality of the data.
Continuous data were expressed either as mean =+ stan-
dard deviation (SD), or median (min-max); the categorical
data were expressed as percentages. A chi-square test
was used to evaluate the differences in categorical varia-
bles between the groups. A Student’s t-test or the Mann
—Whitney U test was used to compare unpaired varia-
bles. The Pearson’s or Spearman’s correlation coeffi-
cients were calculated to evaluate the relationships
among the parameters according to the normality of the
data. Analysis of variance (ANOVA) was used to compare
all reported data for parametric variables, while the Krus-
kal-Wallis test was performed for comparison among
non-parametric variables between the groups. Multiple
linear regression analysis of the association between
echocardiographic left ventricle strain measurements,
total DASS-21, and DASS-21 anxiety score, including
age, sex, educational level, and marital status as inde-
pendent variables, were performed. Standardized partial
regression coefficients ([3) were used to compare the
effect on the dependent variable, and 95% confidence
intervals (Cl) were determined. Significance was taken at
a two-sided p < 0.05.

RESULTS

Clinical and sociodemographic characteristics and
COVID-19 related questions

The baseline and clinical characteristics of the sub-
jects are presented in Table 1. The mean age of the total
sample was 40.4 + 10 years (42% male, 58% female).
There were no significant differences between the
groups in terms of age, sex, current smoking status,
hypertension, DM, BMI, or psychiatric disorder. Among
the 71 patients, 23 (32%) who had pneumonia on CT
images required hospitalization and 48 (68%) recovered

at home (Fig. 1). Nineteen of the 23 (82.6 %) hospitalized
patients had severe pneumonia. In our study, 4 patients
(3.7%) were admitted to the ICU during hospitalization
and underwent orotracheal intubation (Table 1). The
median length of stay in the ICU was 13 days (range, 2-
23 days), and duration of intubation was 5 days (range,
2-16 days). In our study, the median time of hospital stay
duration was 32 days (range, 2-44 days) and average dis-
ease duration at home was 10 days. The patients
received treatment according to the treatment guideline
of the Ministry of Health in the early period of the COVID-
19 pandemic. Table 2A shows the socio-demographic
characteristics of the study participants. The majority of
participants (71%) were married. In terms of educational
level, 41.7% had a university degree with a statistical sig-
nificance. The majority of respondents (87.9%) lived with
a partner or housemate, 6.5% were sole occupants, and
5.6% lived with their family or children. A total of 23.1%
were smokers and 10.3% consumed alcohol. A total of
13% had psychiatric disorders without statistical signifi-
cance between the groups. The majority of respondents
(72.2%) in the study group worried about COVID-19 re-
infection, and most of the respondents (60.2%) declared
that they had enough knowledge about COVID-19.

IES-R and DASS-21 scores of participants

DASS-21 and IES-R scores were compared between
the study and control groups via questionnaires
(Table 2B). Significant differences emerged between the
groups based on the total DASS-21 score (p=0.005)
(Table 2B, Fig. 2). Furthermore, DASS-21 anxiety sub-
scale score was significantly different between the
groups (p<0.001) (Table 2B, Fig. 2). No group differences
were found with the DASS-21 depression and stress
subscale scores.

When IES-R total score and subscales were evalu-
ated, significant differences among the groups were
found with the IES-R total score (p=0.024), IES-R intru-
sion subscale (p=0.01), and IES-R hyperarousal subscale
(p=0.024) (Table 2B, Fig. 2). The median IES-R total score
was significantly higher in hospitalized patients than
those treated at home and controls (p=0.024). A trend
toward significance appeared for the IES-R avoidance
subscale (p = 0.078) (see Table 2B).

Echocardiographic characteristics

Table 1 shows the comparison of the echocardio-
graphic parameters of the home recovery, the hospital
recovery, and the control groups. Left atrial (LA) diam-
eter was higher in the hospital recovery group com-
pared to the controls (p=0.045). E/A ratio was
significantly lower in the hospital recovery group com-
pared to the home recovery group and the controls
(p<0.001). LVEDV, LVESV, LVEDD, LVEF, LAVI, E/e'ra-
tio, TAPSE and sPAP were similar between the
groups. The LVGLS values of the control, home
recovery, and hospital recovery groups were -17.8 +
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Table 1. Baseline clinical characteristics, treatment regimen, laboratory and echocardiographic findings of home-recovery, hospital-recovery and con-
trol groups.

Total patients (n=108) Control (n=37) Home recovery (n=48) Hospital recovery (n=23) p- value
Clinical characteristics
Age, (years) 40.4+£10 382+7.7 424 4+11.8 406 +9 0.181
Sex 0.192

Male n, (%) 45 (41.7 %) 11 (29.7 %) 23 (47.9 %) 11 (47.8 %)
Female n, (%) 63 (58.3 %) 26 (70.3 %) 25 (52.1 %) 12 (52.2 %)

HT, n (%) 24 (22.2 %) 5(13.5 %) 10 (20.8 %) 9 (39.1 %) 0.065
DM, n (%) 13 (12 %) 4(10.8 %) 3 (6.3 %) 6 (26.1 %) 0.053
BMI (kg/m?) 285+ 4.5 28.7 +3.9 27.9+4.9 29.2 + 4.1 0.052
Psychiatric disorder, n(%) 14 (13 %) 4(10.8 %) 6(12.5 %) 4(17.4 %) 0.755
Smoking, n (%) 25 (23.1 %) 13(35.1 %) 9(18.8 %) 3(13 %) 0.089
Pneumonia on CT 63 (58.3 %) - 40 (83.3 %)° 23 (100 %)° 0.004*
Follow-up durations, (days) 118 (30-197) - 110 (87-191)° 155 (81-197)° 0.005*
Hospital stay, (days) 32 (2-44) - 0° 32 (2-44)° <0.001**
Laboratory findings on the day of follow-up visits
Fasting Plasma Glucose (mg/dl) 100 + 28.1 94.9 + 27.2° 97.6 +22.1° 111.9 + 36.6°° 0.027*
BUN (mg/dl) 13.3+5.4 11.8£4.5° 188265 15.2 £5.9° 0.036"
Creatinine (mg/dl) 0.7+0.2 0.7+£0.2 08+0.2 09+03 0.137
AST (U/1) 18.1 (10-83) 17.7 (11-83) 18.1 (12-69) 18.5 (10-68) 0.798
ALT (U/) 17.7 (6-97) 16.1 (7-62) 16.1 (6-87) 21.5(5-97) 0.462
LDH (U/1) 189.9 4+ 411 170.1 + 33.7%° 190 4+ 29.12 216.7 £ 55.0° 0.001*
Hgb (gr/dl) 18.83+1.7 136+ 1.3 1831+16 18.1+£2.2 0.331
WBC (10%/) 6.6 (2.4-19.6) 6.8 (3.9-12.4) 6(3.4-10.8) 7 (2.4-19.6) 0177
Lymphocytes (10%/l) 2.2(0.5-6.3) 2.2(1.1-6.3) 2.2(1-3.8) 2.1(0.5-4.1) 0.397
CRP (mg/L) 1.8 (0-39) 1.4 (0-28)° 1.5 (0-17)° 6.1 (1-39)°° 0.003*
D-dimer (g/L) 320 (169-4810) 280 (169-560) 275 (190-1230) 390 (180-4810) 0.051
Ferritin (ng/ml) 54 (4-1010) 425 (6-246)° 40.7 (4-358)° 83.9 (11-1010)>° 0.027*
Hs-troponin-T (pg/ml) 3.8 (3-59) 3(3-5P° 3.5 (3-59)° 7.7 (3-41)P° <0.001*
Pro-BNP (pg/ml) 63.3 (5-1674) 33.1 (5-97) 66.3 (5-1674) 72.9 (5-1258) 0.114
Treatment
Hydroxychloroquine, (%) 48 (44.4 %) - 26 (54.2 %)° 22 (95.7 %)° <0.001*
Azithromycin, n (%) 20 (18.7 %) - 3 (6.3 %)° 17 (77.3 %)° <0.001*
Favipiravir, n (%) 30 (28 %) - 16 (33.3 %)° 14 (63.6 %)° 0.040*
Heparin, n (%) 27 (25 %) - 6(12.5 %)° 21(91.3 %)° <0.001*
Steroid, n (%) 6 (5.6 %) - 1(2.1 %)° 5(21.7 %)° 0.019*
Immune modulator, n (%) 14 (13 %) - 1(2.1 %)° 13 (56.3 %)° <0.001*
Antibiotics, n (%) 25 (23.1 %) - 9(18.8 %)° 16 (69.6 %)° <0.001*
ICU admission, n (%) 4 (3.7 %) - 0 (0%)° 4(17.4 %)° 0.009*
NIMV/HFNC, n (%) 8 (7.4 %) - 0(0 %)° 8(34.8 %)° <0.001*
Orotracheal intubation 4(3.7%) - 0 (0%)° 4(17.4 %)° 0.009"
Echocardiographic Findings
LVEDV (ml) 136.6 +£23.3 131.9+19.7 137.6 £23.7 1421 £26.9 0.264
LVESV (ml) 546 +£13.1 51.4+11.3 56.9+14.5 55.1£12.2 0.203
LVEDD (mm) 452+ 3.7 445+ 3.2 453+ 3.8 46+ 4.3 0.264
LVEF (%) 64.8+4.9 65.8+4.9 63.9 + 5.1 64.8+4 0.364
LAVI (ml/m?) 20947 21.14+58 21.44+85 19.4+5.6 0.690
LA (mm) 352445 33.843.5° 35.3+4.7 37.2+4.6° 0.045"
E/Aratio 1.1+£03 1.340.3%° 140.3% 0.8+0.3°° <0.001*
E/e’ ratio 82+29 74+19 8.3+3.3 9.2+3.2 0.061
TAPSE (mm) 21+ 34 211432 20.9+ 3.7 209+ 3.3 0.940
SPAP (mmHg) 25.7+5.2 249445 258+ 5.8 26.4 £ 4.9 0.645
LVGLS (%) -16.2 £ 3.4 -17.8 £2.72P -155+£3.72 -15,1 £2.8° 0.002*

Abbreviations: HT: hypertension, DM: diabetes mellitus, BMI body mass index, BUN: blood urea nitrogen, AST: aspartate transaminase, ALT: alanine transami-
nase, LDH: lactate dehydrogenase,Hgb: hemoglobin, WBC: white blood cell, CRP: C reactive protein, Hs-troponin-T: high sensitive-troponin-T, Pro-BNP: prohor-
mone B-type natriuretic peptide, ICU: intensive care unit, NIMV: non invasive mechanical ventilation, HFNC: high flow nasal cannula, LVEDV: left ventricular end-
diastolic volume, LVESV: left ventricular end sistolic volume, LVEDD: left ventricular end diastolic diameter, LVEF: left ventricular ejection fraction, LAVI: left atrium
volume index, LA: left atrium, TAPSE: tricuspid annular plane systolic excursion, sPAP: systolic pulmonary artery pressure, LVGLS: left ventricular global longitudi-

nal strain

“If there is p<0.05 as the significance level, P:,control vs home recovery, P°: control vs hospital recovery, P°: home recovery vs hospital recovery

2.7%, -15.5 £ 3.7%, and -15.1 + 2.8%, respectively
(p=0.002). LVGLS values were significantly lower in
the study group than in the control group (Fig. 3).

In correlation analysis, LVGLS was significantly neg-
atively correlated with DASS-21 total score, DASS-21
anxiety subscale score, IES-R total score, and IES-R
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120 participants selected for study

The participants who did not meet
inclusion criteria, those with missing
data and poor echogenicity were
exchuded
=9 (study group)
n= 3 (control group)

Home recovery nital T .
i b, Hospital recovery Control group
group group
n=48 n=23 n=37

FIG. 1. Flow chart of the study population.

intrusion subscale score (r = -0.251, p = 0.02; r = -0.285,
p = 0.008; r = -0.291, p = 0.007; and r = -0.367,
p = 0.001, respectively) (Table 3, Fig. 4).

We also classified total patients into 2 subgroups as
patients with comorbid disease including hypertension,
DM, psychiatric disorders, or hospitalization and patients
with severe pneumonia, and evaluated the correlations
of LVGLS with psychological scores in each subgroups.

We found a significant higher negative correlation
between LVGLS values and IES-R total, and IES-R intru-
sion score in comorbidity group (r = -0.495, p = 0.001;
r = -0.470, p = 0.002; respectively) and in severe pneu-
monia group (r = -0.716, p = 0.002; r = -0.666, p = 0.004;
respectively) (Table 4, Figs. 5 and 6). Moreover, a signifi-
cant negative correlation was found between LVGLS val-
ues and IES-R hyperarousal score in comorbidity and

severe pneumonia group (r = -0.419, p = 0.006; r = -
0.500, p = 0.041; respectively) (Table 4).

There was no significant correlation between DASS-
21, and IES-R scores, and subscales and the other con-
ventional echocardiographic parameters (Table 5).

In terms of sociodemographic characteristics, there
was a statistically significant correlation between LVGLS
and age, sex, BMI, educational level, and marital status.
(r=-0.329, p = 0.005; r = -0.213, p = 0.044; r = -0.461,
p< 0.001; r = 0.381, p< 0.001; r = -0.273, p = 0.01
respectively) (Table 6). LVGLS values were found to be
lower in the male sex in our study. Interestingly, there
was a hegative correlation between marriage and
LVGLS.

In the multivariate linear regression analysis, educa-
tional level (3=1.432, 95% CI 0.350 to 2.514, p=0.01)
and DASS-21 total score (3 = -0.186, 95% Cl -0.354 to
-0.018, p=0.03) were found to be independent predictors
of LVGLS (Table 7).

DISCUSSION

The efficient follow-up of COVID-19 survivors is of
high importance. Due to the COVID-19 disease, many
patients have experienced both physical difficulties and
psychological distress, requiring a multidisciplinary eval-
uation.® This study investigated the mental health disor-
ders such as depression, anxiety, and stress in
recovered COVID-19 patients and also evaluated the
relationship between psychological parameters and early
subclinical myocardial dysfunction by 2D-STE strain

Table 2A. Comparison of socio-demographic and clinical characteristics between the groups.

Total Patients (n=108) Control (n=37)
382+7.7

Age (years) 40.4 +10
Sex
Male (n, %) 45 (41.7 %)
Female (n, %) 63 (568.3 %)
Educational Level
Primary School (n, %) 38 (35.2 %)
High School (n, %) 25 (23.1 %)
University (n, %) 45 (41.7 %)
Marital Status
Single (n, %) 24 (22.4 %)
Married (n, %) 76 (71 %)
Divorced or Widowed (n, %) 7 (6.5 %)
Home Arrangement
Sole Occupant (n, %) 7 (6.5 %) 5(13.5 %)
With Partner/ Housemate (n, %) 94 (87.9 %) 29 (78.4 %)
With Family/ Children (n, %) 6 (5.6 %) 3(8.1 %)
Smoking (n, %) 25 (23.1 %)
Alcohol Use (n, %) 11 (10.3 %) 7 (19.4 %)°
Comorbidity (n, %) 47 (43.5 %)
Psychiatric disorder, (n, %) 14 (13 %)
Informed about COVID-19 65 (60.2 %)
Anxiety about re-infection 52 (72.2 %) =

11 (29.7 %)
26 (70.3 %)

3(8.1 %)
6(16.2 %)
28 (75.7 %)>°

13 (35.1 %)°
22 (59.5 %)
2 (5.4 %)

13 (35.1 %)

10 (27 %)°
4(10.8 %)
30 (81.1 %)>P

Home Recovery (n=48) Hospital Recovery (n=23) p-value

424 +11.8 40649 0.181
23 (47.9 %) 11 (47.8 %) 0.192
25 (52.1 %) 12 (52.2 %)
25 (52.1 %)? 10 (43.5 %)° <0.001*
11 (22.9 %) 8 (34.8 %) 0.253
12 (25 %)2 5(21.7 %)° <0.001*
9(19.1 %) 2 (8.7 %)° 0.042*
36 (76.6 %) 18 (78.3 %) 0.193
2 (4.3 %) 3 (13 %) 0.345
2 (4.3 %) 0(0%) 0.081
42 (89.4 %) 23 (100 %) 0.053
3(6.4 %) 0(0 %) 0.395
9(18.8 %) 3(13 %) 0.089
4(8.3 %) 0(0 %)° 0.047
20 (41.7 %)° 17 (73.9 %)°° 0.002*
6(12.5 %) 4(17.4 %) 0.755
25 (52.1 %)? 10 (43.5 %)° 0.005"
39 (83 %) 18(78.3 %) 0.634

"If there is p<0.05 as the significance level, P:,control vs home recovery, PP: control vs hospital recovery P°: home recovery vs hospital recovery
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Table 2B. Comparison of scales of depression, anxiety and stress and impact of event between the groups.

Total Patients (n=108) Control (h=37) Home Recovery (n=48) Hospital Recovery (n=23) p-value

Total DASS-21 Score 7 (0-44) 5 (0-13)2° 8 (1-44)2 8 (3-38)° 0.005*
DASS-21, Depression Score 1(0-15) 1.5(0-7) 1(0-15) 2 (0-13) 0.623
DASS-21 Depression
Normal (n, %) 87 (80.6 %) 31(83.8 %) 38 (79.2 %) 18(78.3 %) 0.826
Mild (n, %) 6 (5.6 %) 4(10.8 %) 1(2.1 %) 1(4.3%) 0.211
Moderate (n, %) 9(8.3%) 1(2.7 %) 6(12.5 %) 2 (8.7 %) 0.268
Severe (n, %) 2(1.9 %) 0(0%)° 0(0 %)° 2(8.7 %)°° 0.023"
Extremely Severe (n, %) 4 (3.7 %) 1(2.7 %) 3 (6.3 %) 0(0 %) 0.394
DASS-21 Anxiety Score 5 (0-38) 1 (0-13)3P 6 (0-25) 8 (0-38)° <0.001*
DASS-21 AnX|ety
Normal (n, %) 71(65.7 %) 32(86.5 %) 28 (58.3 %) 11 (47.8 %)° 0.003"
Mild (n, %) 21 (19.4 %) 3(8.1%)P° 8(16.7 %)° 10 (43.5 %)P° 0.003*
Moderate (n, %) 7 (6.5 %) 1(2.7 %) 6(12.5 %) 0 (0 %) 0.069
Severe (n, %) 4 (3.7 %) 0(0 %) 3(6.3 %) 1(4.3 %) 0.313
Extremely Severe (n, %) 5 (4.6 %) 1 (2.7 %) 3 (6.3 %) 1(4.3 %) 0.741
DASS-21 Stress Score 3(0-15) .5 (0-6) 3(0-15) 3(1-13) 0.133
DASS-21 Stress
Normal (n, %) 98 (90.7 %) 36 (97.3 %) 40 (83.3 %) 22 (95.7 %) 0.058
Mild (n, %) 4 (3.7 %) 0(0%) 4 (8.3 %) 0(0 %) 0.075
Moderate (n, %) 2(1.9%) 0(0 %) 2(4.2%) 0(0 %) 0.280
Severe (n, %) 2(1.9 %) 0(0 %) 121 %) 1 (4.3 %) 0.472
Extremely Severe (n, %) 2(1.9%) 1@7 %) 1(2.1%) 0(0 %) 0.742
Impact of Events Total Score 14 (1-66) 13 (1-32)° 13 (4-66)° 20 (5-58)°° 0.024*
(IES-R)
IES-R Intrusion Score 4 (0-25) 3(0-10) 5 (0-25)% 7 (0-20)° 0.010*
IES-R Avoidance Score 7 (0-27) 7 (0-16) 5(1-27) 10 (2-22) 0.078
IES-R Hyperarousal Score 2(0-17) 2 (0-10) 3(0-17)2 3(0-16)° 0.024*

DASS-21 Depression, Anxiety and Stress Scale, IES-R Impact of Event Scale-Revised
"If there is p<0.05 as the significance level, P%: control vs home recovery, PP: control vs hospital recovery, P®: home recovery vs hospital recovery

imaging method, for the first time. The present study
demonstrated that psychological status of patients may
be associated with silent impairment in myocardial func-
tions measured by GLS analysis.

The COVID-19 pandemic may have caused mental
health disorders such as depression, anxiety, and acute
or chronic stress symptoms in patients. In a meta-analy-
sis, the percentage of anxiety and depression symptoms

Total DASS-21 and DASS-21 Anxiety Score by Hospital Admission

30 M Totl
WDAss

. °
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IES-R Scores

in COVID-19 patients was found to be significantly higher
than that of the public.?® In our study, the psychological
status of depression, anxiety, and stress was highlighted
by DASS-21 scale, and acute stress symptoms by |IES-
R. According to our findings, the numbers of patients
reporting anxiety symptoms were higher in the COVID-
19 group than in the controls. In addition, DASS-21
total and anxiety subscale scores were found to be

IES-R Scores by Hospital Admission
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FIG. 2. (a) Total DASS-21 and DASS-21 Anxiety scores according to hospital admission of the study group. (b) Total IES-R, IES-R intrusion and

hyperarousal scores according to hospital admission of the study group.
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FIG. 3. Bull's eye images of left ventricular global longitudinal strain (LVGLS) of control (a) and study groups (b).

significantly higher in COVID-19 patients compared to
controls. Our findings suggest that patients who suffered
from COVID-19 may be more prone to develop anxiety
after recovery. Because of the high total score of IES-R
in the hospital recovery group, we considered that these
patients have had more traumatic experiences and
related psychological distress symptoms due to the
COVID-19 disease. Additionally, COVID-19 patients
reported higher levels of intrusion and hyperarousal
regarding acute stress symptoms.

Ferraris et al reported higher traumatic experiences
associated with higher depression and anxiety scores in
recovered COVID-19 patients.>* Kong et al described
that among 144 hospitalized patients with SARS-CoV-2
infection, 34.7% and 28.5% of subjects had high anxiety
and depression scores, respectively.®’ Also, Giurgi-Oncu

Table 3. Correlation of LVGLS with total DASS-21 and IES-R scores
and subscale scores.

LVGLS Variable r p
Total DASS-21 Score —0.251 0.020*
DASS-21 Depression Score —0.168 0.119
DASS-21 Anxiety Score —0.285 0.008*
DASS-21 Stress Score -0.178 0.098
IES-R Total Score —0.291 0.007*
IES-R Intrusion Score -0.367 0.001*
IES-R Avoidance Score -0.196 0.069
|IES-R Hyperarousal Score —0.188 0.081

Abbreviations: LVGLS left ventricular global longitudinal strain, DASS-21
Depression, Anxiety and Stress Scale, IES-R Impact of Event Scale-
Revised

et al found higher anxiety and depression symptoms in
hospitalized patients than outpatients.*?

Huang et al reported that all hospitalized patients,
especially those developing severe clinical COVID-19
disease, experienced more distress, anxiety, and depres-
sion problems.33 Contrary to their results, Ferraris et al
found no significant association between severity of
COVID-19 disease and psychological symptoms in
patients.*® However, they reported higher anxiety or
depression symptoms in post-COVID-19 patients than
normative population.*°

As observed by previous studies, of the 71 recovered
COVID-19 patients, 45.0% reported anxiety symptoms,
21.1% reported depression, and 12.7% had stress
symptoms in our study. The hospital recovery group had
a higher number of patients with severe depression and
mild levels of anxiety. In our study, recovered COVID-19
patients exhibited higher scores in anxiety and acute
stress reactions, such as intrusion and hyperarousal,
revealing that the patients were psychologically affected
by COVID-19. The disease may have been perceived by
the patients as traumatic events, resulting in various psy-
chiatric morbidities.>*

The physical consequences of the deadly disease
itself, social isolation, quarantine conditions, financial dif-
ficulties, re-infection risks, worrying about family mem-
bers being infected, and not having a proper consensus
on both treatment and prevention strategies could result
in an increase in the anxiety levels of individuals.®® In
addition, people who have passed through the disease
and have had a challenging treatment history either in
the hospital or at home may have additional psychologi-
cal stress reactions. In our sample, two groups of acute
stress symptoms—intrusion and hyperarousal—were
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found to be elevated. Intrusion is the state of re-
experiencing a traumatic event through symptoms like
distressing dreams or flashbacks. Hyperarousal includes
mostly physical subjective conditions such as difficulty
falling asleep, irritability, increase in heart and respiration
rates, and exaggerated startle responses.

The symptoms are expected to decrease over time;
however, if they persist, they may evolve to PTSD.*¢ In
a previous pandemic, SARS survivors had depression,
stress, anxiety, or PTSD not only in acute phase but
also one year after the outbreak.®” Wu et al reported a
prevalence of PTSD of 5% at 3-month follow-up after
hospital discharge in SARS survivors,®® whereas it was
found to be high as 25.6% at a 30-month follow-up

study.39 In another recent study, chronic illnesses,

length of hospitalization, ICU treatment were found to
be associated with the development of PTSD among
COVID-19 survivors, after discharge.*® Again, in a study
of Wesemann et al, PTSD symptoms have been
reported to be high especially in hospitalized high-risk
COVID-19 patients.*" Therefore, it is important to iden-
tify the patients who exhibit initial psychological distur-
bances in order to refer them for further mental
evaluation and support.

The DASS-21 depression and stress scores did not
show a significant difference within the groups. Several
explanations may be given for this finding. First, this
scale evaluates the symptoms experienced by an

Table 4. Correlation of LVGLS with total DASS-21 and IES-R scores and subscale scores according to subgroups.

Total patients Patients with comorbidity Patients with severe pneumonia
LVGLS Variable r p r P r p
Total DASS-21 Score —0.251 0.020* -0.232 0.139 —0.366 0.135
DASS-21 Depression Score  —0.168 0.119 -0.232 0.140 —0.461 0.054
DASS-21 Anxiety Score —0.285 0.008* -0.195 0.215 —0.203 0.419
DASS-21 Stress Score -0.178 0.098 -0.211 0.174 —0.485 0.041*
IES-R Total Score —0.291 0.007* —0.495 0.001* -0.716 0.002*
IES-R Intrusion Score —0.367 0.001* —0.470 0.002* —0.666 0.004*
IES-R Avoidance Score —0.196 0.069 —0.341 0.027* —0.462 0.054
IES-R Hyperarousal Score —0.188 0.081 -0.419 0.006* —0.500 0.041*

Abbreviations: LVGLS left ventricular global longitudinal strain, DASS-21 Depression, Anxiety and Stress Scale, |[ES-R Impact of Event Scale-Revised
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Table 5. Correlation of conventional echocardiographic parameters with total DASS-21 and IES-R scores and subscale scores.

LVEDV LVESV

Total DASS-21 Score r -0.027 —0.004
p 0.787 0.967

DASS-21 Depression Score r -0.128 —0.036
p 0.194 0.719

DASS-21 Anxiety Score r -0.027 —-0.034
p 0.787 0.730

DASS-21 Stress Score r —0.044 -0.012
p 0.656 0.901

|IES-R Total Score r 0.047 0.047
p 0.637 0.636

IES-R Intrusion Score r 0.046 0.051
p 0.646 0.607

IES-R Avoidance Score r 0.045 0.017
p 0.647 0.866

|IES-R Hyperarousal Score r —0.045 0.027
p 0.649 0.781

LVEF LAVI LV Mass Index E/A E/e’
-0.019 —0.095 0.102 -0.108 0.056
0.850 0.378 0.330 0.302 0.571
—0.069 —0.064 —0.002 —0.003 —0.041
0.487 0.550 0.986 0.976 0.680
—0.003 —0.264 0.013 -0.133 0.137
0.978 0.013* 0.904 0.180 0.168
0.021 -0.017 0.105 -0.128 0.053
0.828 0.876 0.312 0.211 0.593
—0.025 —-0.135 0.079 -0.149 0.033
0.798 0.216 0.459 0.136 0.745
—0.029 —0.059 0.029 -0.156 0.043
0.767 0.586 0.786 0.116 0.671
0.023 -0.125 0.085 —0.111 0.067
0.819 0.246 0.419 0.264 0.504
-0.114 —0.263 0.092 —0.055 0.071
0.248 0.027* 0.380 0.580 0.474

Abbreviations: DASS-21: Depression, Anxiety and Stress Scale, IES-R: Impact of Event Scale-Revised, LVEDV: Left ventricular end-diastolic volume, LVESV: Left
ventricular end sistolic volume, LVEF: Left ventricular ejection fraction, LAVI: Left atrium volume index

Table 6. Correlaton of LVGLS with  socio-demographic
characteristics.
LVGLS Variable r p

Age —-0.329 0.005*
Sex! -0.213 0.044*
BMI —0.461 <0.001*
Educational Level 0.381 <0.001*
Marital Status —-0.273 0.010*
Home Arrangement —0.027 0.803
Anxiety about re-infection —-0.169 0.186
Informed about COVID 0.131 0.219

Abbreviations: LVGLS left ventricular global longitudinal strain, BMI body
mass index.
fin favour of female sex.

individual within the past week. Participants may have
experienced depressive symptoms during their treat-
ment period or afterwards; however, the symptoms may
have decreased during the follow-up period. Second,

Table 7. Multivariate linear regression analysis as a predictor of
LVGLS.

Variable B 95 % Confidence p-value
Interval
Age 0.002 -0.100t00.104 0.964
Sex —-1.261 —-2.778100.256 0.102
Educational Level 1.432 0.350t02.514 0.010*
Marital Status -0.897 -2.5731t00.779 0.289
DASS-21 Anxiety Score  0.146  —0.059 to 0.351 0.160
Total DASS-21 Score —0.186 —0.354t0-0.018 0.030*

Abbreviations: LVGLS left ventricular global longitudinal strain, DASS-21
Depression, Anxiety and Stress Scale.

individuals’ supportive personality characteristics, func-
tional coping abilities, and psychological resilience may
have a preventive role in combating depression.*

The discrepancy between DASS-21 stress subscale
scores and IES-R scores is noteworthy; while the IES-R
focuses only on the particular COVID-19 event, the
DASS-21 stress subscale includes questions in a general
manner. We may have noticed the distressful experien-
ces that are related to COVID-19.

There are various clinical studies investigating the
association of psychological status with CVD. Previous
studies showed that psychological problems such as
anxiety disorders and depression have been found to be
associated with CAD, myocardial dysfunction, and HF.°
In a prospective study, the diagnosis of PTSD was asso-
ciated with a 47% increased risk of HF over the subse-
quent seven years.'® Again, another study showed a
significant relationship between coronary ischemia and
psychological symptoms.*?

Some of the possible pathophysiological mecha-
nisms between psychological distress and cardiovascu-
lar diseases are a high sympathetic tone, an increase
in cortisol and catecholamine levels, an increased
release of inflammatory markers, endothelial dysfunction,
abnormal platelet activation, and an accelerated athero-
genesis.** According to previous studies, psychologi-
cal distress symptoms with longer durations were
found to be associated with an increase in both proin-
flammatory cytokines such as interleukin (IL)-6, tumor
necrosis factor-alpha (TNF-a) and sympathetic sys-
tem activity occurring as a stress response that may
negatively affect myocardial systolic function.*®> Some
studies have found a relationship between anxiety
and higher levels of C-reactive protein (CRP), IL-6,
and TNF-a.*
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One of the possible mechanisms of myocardial dys-
function and HF is autonomic dysfunction. Psychological
symptoms have been associated with an imbalance in
autonomic nervous system function, such as sympa-
thetic hyperactivity and parasympathetic hypoactivity.*’
This autonomic imbalance may lead to cardiac remodel-
ing and myocardial dysfunction as seen in Takotsubo
syndrome (TS), which is an acute stress-induced cardio-
myopathy. In an experimental study, immobilization
stress of rats has exhibited electrocardiographic and left
ventriculographic changes seen in TS, preventing by
combined blockade of a- and 3-adrenoceptors.*®

There is no sufficient data about the effect of psycho-
logical stress on subclinical cardiac dysfunction. One
HUNT trial showed that depression symptoms, espe-
cially in women, can affect subclinical systolic function
measured by GLS.*° However, its relationship with anxi-
ety has not sufficiently been clarified.

According to our findings, we found a negative corre-
lation between LVGLS values and DASS-21 total score,
DASS-21 anxiety subscale score, IES-R total, and IES-R
intrusion subscale scores in total patients. The relation-
ship was statistically significant, but we could not show
high statistical correlation. Due to the small sample size
of the study cohort, clinical significance appears limited.
However, similar to our findings, in a previous study, Fra-
sure-Smith et al found a lower significant correlation
value between CRP levels and depression scores in cor-
onary heart disease patients (r = 0.11, p = 0.004).°
Again, a meta-analysis showed similar correlation effects
to our results between psychological symptoms and
flow-mediated dilatation which is an indicator of endo-
thelial function (r= -0.22, p=0.06).>" Moreover, Sawatari
et al found similar negative correlation value to our
results between LVEF levels and IES-R scores in patients
with implantable cardioverter-defibrillators (r = -0.36,
p = 0.045).%?

Although we observed lower correlations in total
patient population, we found higher significantly corre-
lation coefficients between LVGLS values and IES-R
total, and intrusion scores in patients admitted with
severe pneumonia and also having comorbidity. There-
fore, we may speculate that patients with comorbid dis-
eases, or recovering from the severe illness with
challenging treatment history of COVID-19 may have
experienced more psychological stress reactions which
may have had a more negative impact on subclinical
myocardial systolic functions. Our study results may be
consistent with Tarsitani et al showing an association of
severity of COVID-19 with PTSD in discharged
patients.“ Likewise, in a recent study of Giurgi-Oncu et
al found hospitalized patient group to have worse echo-
cardiographic parameters together with psychological
distress symptoms in post-acute COVID-19 patients.®”
Since the psychological distress symptoms could
change with different duration of the disease, we will
need longer follow-up data, which is one of the main
limitations of this study.

12

The present study also showed that an increase in
the total DASS-21 score was an independent predictor
of decreased LVGLS, in multivariate regression analysis.
However, we found no significant associations between
conventional echocardiographic parameters and psy-
chological scores.

In our study, LVGLS was significantly positively cor-
related with educational level, being an independent pre-
dictor of LVGLS. Some studies indicating the inverse
relationship between educational level and psychological
distress may support our findings.>® Educational level
represents individuals’ abilities in accessing information
about the disease, those with the capability of interpreta-
tion of symptoms, and dealing with the stress. In addi-
tion, this study showed an inverse relationship between
LVGLS levels and marital status. There was a negative
correlation between marriage and LVGLS. The deteriora-
tion of the home arrangement due to quarantine condi-
tions and disease-related concerns about family
members may have caused negative psychological
effects in married individuals. An accurate interpretation
of the relationship between socio-demographic charac-
teristics and LVGLS values requires further evaluation for
real clinical significance. The social factors for myocar-
dial functions in this regard seem to be important. How-
ever, we found higher correlation between the BMI and
LVGLS values than the other socio-demographic param-
eters. We know that obesity and a high BMI are associ-
ated with an increased risk of developing LV systolic and
diastolic dysfunction.®*

As a result, we suggest that psychological distress
symptoms regarding traumatic experiences due to the
COVID-19 disease in recovered patients may have had a
negative impact on myocardial functions and may be
related to myocardial damage. An other possible expla-
nation could be that worse psychological distress symp-
toms are present in more severe COVID-19 disease.
Then the impact on myocardial function could be directly
related to and even induced by the severity of viral infec-
tion. In this case the psychological symptoms could be
considered as a surrogate indicator, more than a cause/
effect relationship, paralleling such severity.

It is difficult to make definite conclusions regarding
the small sample size of the study population and having
no longer follow-up data, however, we may speculate
that the screening of the psychological symptoms can
be important for achieving better control of the possible
psychiatric disorders and future cardiac outcomes. Also,
young age, female sex, having no severe COVID-19 dis-
ease, or chronic illnesses, and higher educational level
may be the favorable factors for the possible related car-
diac outcomes. The use of psychological counseling
methods and the offer of psychological support would
be effective ways to improve patients’ clinical conditions.

Although the number of patients of our study is lim-
ited, it may be suggested that our study made an impor-
tant contribution to clinical practice about COVID-19
with emphisis on the importance of subclinical LV
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systolic strain analysis in the cardiac risk prediction of
the patients with psychological distress. Our results
need future investigations.

Strengths of the study

Our study has some strengths. To date, there have
been no available studies investigating the influence of
mental health disorders of the recovered COVID-19
patients on the early subclinical myocardial systolic dys-
function. We consider our study findings to be important
in this sense. We could obtain echocardiographic data
and questionnaires for psychological evaluation on the
same date. Besides, we compared our results with non-
COVID controls. Also, participants were not excluded
from the study if they had any psychiatric disorder since
the analyses were focused on the relationship between
levels of mental health disorders due to COVID-19 and
cardiac outcomes. So, we may have increased the
strength of our study findings.

Limitations of the study

This study has some limitations. First, it has a small
sample size regarding clinical significance of study
results since it is a single center study. Second, the
forms were self-administrative, thus the psychological
parameters were obtained from individuals’ subjective
responses instead of a structured psychiatric examina-
tion conducted by a trained psychiatrist. People may
have evaluated their mental states in a better or worse
state than actual, due to either a lack of insight and an
unconscious defense mechanism or by purpose. Third,
we don’t have clinical endpoints such as mortality or car-
diac morbidity. Finally, this is a cross-sectional study
and patients were recruited over a short period. We have
no long-term follow-up data for assessing the progres-
sion of psychological symptoms.

CONCLUSIONS

In conclusion, the COVID-19 disease can deteriorate
mental health status of people. An effective psychologi-
cal intervention at the early stages may ensure improve-
ment in psychological symptoms. Also, the assessment
of mental health status and psychological distress symp-
toms could be important for reducing possible future car-
diac events and taking preventive strategies. Thus, our
findings may well have clinical implications for better
management of recovered COVID-19 patients who suf-
fered from psychological distress. We suggest that those
patients may require a multidisciplinary approach in their
further treatment, including cardiac care. Our study find-
ings should be confirmed with follow-up data of a larger
population by future studies.

AUTHOR CONTRIBUTIONS
D.B., and I.P.; conceived the idea for the article, fram-
ing the hypothesis, D.B., Z.B., and E.A.G.; designed the

Evaluation of depression, anxiety, and stress

methods to generate results, T.T., B.U., and Z.B.; super-
vision of the project and the manuscript, P.K.O., E.B.K,
and D.B.; resources acquisition, S.B.K., Y.C., and P.K.
0.; materials and referring patients, I.P., AM., and Y.C,;
data collection and processing data, E.A.G., I.P., and P.
K.O.; data analysis and interpretation, A.M., S.B.K., and
E.B.K,; literature search, E.A.G., I.P., and D.B.; writing-
original draft preparation, T.T., B.U., and Z.B.; critical
review and editing, A.M., Y.C., and E.B.K.; other contri-
butions to this work. All authors have read and approved
the paper.

FUNDING
There was no financial support for this manuscript.

DECLARATION OF COMPETING INTEREST
The authors declared that there was no potential
conflicts of interest for this manuscript.

ACKNOWLEDGMENTS

We thank all the healthcare professionals of our hos-
pital team for their great support. We thank Scribendi
Editing Services for editing in English.

REFERENCES

1. Zhu N, Zhang D, Wang W, Li X, Yang B, Song J, et al. A novel corona-
virus from patients with pneumonia in China, 2019. N Engl J Med.
2020,;382(8):727-733.

2. Nagarajan R, Krishnamoorthy Y, Basavarachar V, Dakshinamoor-
thy R. Prevalence of post-traumatic stress disorder among survivors of
severe COVID-19 infections: a systematic review and meta-analysis. J
Affect Disord. 2022;299:52-59.

3. Vindegaard N, Benros ME. COVID-19 pandemic and mental health con-
sequences: systematic review of the current evidence. Brain Behav
Immun. 2020;89:531-542.

4. Cheng J, Tan X, Zhang L, Zhu S, Yao H, Liu B. Research on the psy-
chological status and influencing factors of novel coronavirus pneumonia
patients and people under medical observation. J Nurs Adm.
2020;20:247-251.

5. Mazza MG, De Lorenzo R, Conte C, Poletti S, Vai B, Bollettini |, et al.
Anxiety and depression in COVID-19 survivors: role of inflammatory and
clinical predictors. Brain Behav Immun. 2020;89:594-600.

6. Brooks SK, Webster RK, Smith LE, Woodland L, Wessely S, Green-
berg N, et al. The psychological impact of quarantine and how to reduce
it: rapid review of the evidence. Lancet. 2020;395(10227):912-920.

7. Rogers JP, Chesney E, Oliver D, Pollak TA, McGuire P, Fusar-Poli P,
et al. Psychiatric and neuropsychiatric presentations associated with
severe coronavirus infections: a systematic review and meta-analysis with
comparison to the COVID-19 pandemic. Lancet Psychiatry. 2020;7
(7):611-627.

8. Bo HX, Li W, Yang Y, Wang Y, Zhang Q, Cheung T, et al. Posttrau-
matic stress symptoms and attitude toward crisis mental health services
among clinically stable patients with COVID-19 in China. Psychol Med.
2021;51(6):1052-10583.

9. Celano CM, Villegas AC, Albanese AM, Gaggin HK, Huffman JC.
Depression and anxiety in heart failure: a review. Harv Rev Psychiatry.
2018;26(4):175-184.

10. Edmondson D, Cohen BE. Posttraumatic stress disorder and cardiovas-
cular disease. Prog Cardiovasc Dis. 2013;55(6):548-556.

11. Ahmadi N, Hajsadeghi F, Mirshkarlo HB, Budoff M, Yehuda R, Ebra-
himi R. Post-traumatic stress disorder, coronary atherosclerosis, and
mortality. Am J Cardiol. 2011;108(1):29-33.

Copyright © 2022 Southern Society for Clinical Investigation. Published by Elsevier Inc. All rights reserved. 13

www.amjmedsci.com e www.ssciweb.org


http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0001
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0001
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0001
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0002
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0002
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0002
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0002
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0003
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0003
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0003
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0004
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0004
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0004
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0004
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0005
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0005
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0005
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0006
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0006
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0006
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0007
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0007
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0007
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0007
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0007
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0008
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0008
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0008
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0008
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0009
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0009
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0009
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0010
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0010
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0011
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0011
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0011
http://www.amjmedsci.com
http://www.ssciweb.org

ARTICLE IN PRESS

Baykiz et al

12. Daskalopoulou M, George J, Walters K, Osborn DP, Batty GD, Sto- 31. Kong X, Zheng K, Tang M, Kong F, Zhou J, Diao L, et al. Prevalence
giannis D, et al. Depression as a risk factor for the initial presentation of and factors associated with depression and anxiety of hospitalized patients
twelve cardiac, cerebrovascular, and peripheral arterial diseases: data link- with COVID-19. MedRxiv. 2020.
age study of 1.9 milion women and men. PLoS One. 2016;11(4): 32. Giurgi-Oncu C, Tudoran C, Pop GN, Bredicean C, Pescariu SA,
e0153838. Giurgiuca A, et al. Cardiovascular abnormalities and mental health diffi-

13. Roy SS, Foraker RE, Girton RA, Mansfield AJ. Posttraumatic stress culties result in a reduced quality of life in the post-acute COVID-19 syn-
disorder and incident heart failure among a community-based sample of drome. Brain Sci. 2021;11(11).

US veterans. Am J Public Health. 2015;105(4):757-763. 33. Huang C, Huang L, Wang Y, Li X, Ren L, Gu X, et al. 6-month conse-

14. Baycan OF, Barman HA, Atici A, Tatlisu A, Bolen F, Ergen P, et al. Eval- quences of COVID-19 in patients discharged from hospital: a cohort study.
uation of biventricular function in patients with COVID-19 using speckle track- Lancet. 2021;397(10270):220-232.
ing echocardiography. Int J Cardliovasc Imaging. 2021;37(1):135-144. 34. Davydow DS, Desai SV, Needham DM, Bienvenu OJ. Psychiatric mor-

15. Ersbell M, Valeur N, Mogensen UM, Andersen MJ, Moller JE, Velaz- bidity in survivors of the acute respiratory distress syndrome: a systematic
quez EJ, et al. Prediction of all-cause mortality and heart failure admis- review. Psychosom Med. 2008;70(4):512-519.
sions from global left ventricular longitudinal strain in patients with acute 35. Heitzman J. Impact of COVID-19 pandemic on mental health. Psychiatr
myocardial infarction and preserved left ventricular ejection fraction. J Am Pol. 2020;54(2):187—-198.

Coll Cardiol. 2013;61(23):2365-2373. 36. Bryant RA. Acute stress disorder as a predictor of posttraumatic stress

16. Biering-Serensen T, Biering-Serensen SR, Olsen FJ, Sengelov M, disorder: a systematic review. J Clin Psychiatry. 2011;72(2):233-239.
Jorgensen PG, Mogelvang R, et al. Global longitudinal strain by echo- 37. Lee AM, Wong JG, McAlonan GM, Cheung V, Cheung C, Sham PC,
cardiography predicts long-term risk of cardiovascular morbidity and mor- et al. Stress and psychological distress among SARS survivors 1 year after
tality in a low-risk general population: the Copenhagen city heart study. the outbreak. Can J Psychiatry. 2007;52(4):233-240.

Circ Cardiovasc Imaging. 2017;10(3). 38. Wu KK, Chan SK, Ma TM. Posttraumatic stress after SARS. Emerg Infect

17. Liu J-H, Chen Y, Yuen M, Zhen Z, Chan CW-S, Lam KS-L, et al. Dis. 2005;11(8):1297-1300.

Incremental prognostic value of global longitudinal strain in patients with 39. Mak IW, Chu CM, Pan PC, Yiu MG, Chan VL. Long-term psychiatric
type 2 diabetes mellitus. Cardiovasc Diabetol. 2016;15(1):22. morbidities among SARS survivors. Gen Hosp Psychiatry. 2009;31

18. Mochizuki Y, Tanaka H, Matsumoto K, Sano H, Toki H, Shimoura H, (4):318-326.
et al. Clinical features of subclinical left ventricular systolic dysfunction in 40. Tarsitani L, Vassalini P, Koukopoulos A, Borrazzo C, Alessi F, Di
patients with diabetes mellitus. Cardiovasc Diabetol. 2015;14:37. Nicolantonio C, et al. Post-traumatic stress disorder among COVID-19

19. Thavendiranathan P, Poulin F, Lim KD, Plana JC, Woo A, Marwick survivors at 3-month follow-up after hospital discharge. J Gen Intern Med.
TH. Use of myocardial strain imaging by echocardiography for the early 2021,36(6):1702-1707.
detection of cardiotoxicity in patients during and after cancer chemother- 41. Wesemann U, Hadjamu N, Willmund G, Dolff S, Vonderlin N, Wakili
apy: a systematic review. J Am Coll Cardiol. 2014,63(25 Pt A):2751-2768. R, et al. Influence of COVID-19 on general stress and posttraumatic stress

20. McFee DRB. COVID-19 medical management including World Health symptoms among hospitalized high-risk patients. Psychol Med. 2020:1-2.
Organization (WHO) suggested management strategies. Dis Mon. 42. Bavolar J, Bacikova-Sleskova M. Psychological protective factors
2020;66(9): 101068. mediate the relationship between decision-making styles and mental

21. Lang RM, Bierig M, Devereux RB, Flachskampf FA, Foster E, Pel- health. Curr Psychol. 2020;39(4):1277-1286.
likka PA, et al. Recommendations for chamber quantification: a report 43. Sreckovic MJ, Jagic N, Miloradovic V, Neskovic A, Soldatovic I,
from the American Society of Echocardiography’s Guidelines and Stand- Srdanovic I. Association of coronary ischemia estimated by fractional flow
ards Committee and the Chamber Quantification Writing Group, devel- reserve and psychological characteristics of patients. Postepy Kardiol
oped in conjunction with the European Association of Echocardiography, Interwencyjnej. 2017;13(2):117-121.

a branch of the European Society of Cardiology. J Am Soc Echocardiogr. 44, Vural M, Satiroglu O, Akbas B, Goksel I, Karabay O. Coronary artery
2005;18(12):1440-1463. disease in association with depression or anxiety among patients undergo-

22. Schiller NB, Acquatella H, Ports TA, Drew D, Goerke J, Ringertz H, ing angiography to investigate chest pain. Tex Heart Inst J. 2009;36(1):17-
et al. Left ventricular volume from paired biplane two-dimensional echo- 23.
cardiography. Circulation. 1979;60(3):547-555. 45. Grippo AJ, Johnson AK. Stress, depression and cardiovascular dysre-

23. Yingchoncharoen T, Agarwal S, Popovi¢ ZB, Marwick TH. Normal gulation: a review of neurobiological mechanisms and the integration of
ranges of left ventricular strain: a meta-analysis. J Am Soc Echocardiogr. research from preclinical disease models. Stress. 2009;12(1):1-21.
2013;26(2):185-191. 46. Pitsavos C, Panagiotakos DB, Papageorgiou C, Tsetsekou E, Sol-

24. Enderlein G, Fleiss JL. The Design and Analysis of Clinical Experiments. datos C, Stefanadis C. Anxiety in relation to inflammation and coagula-
New York—Chichester—Brislane—Toronto—Singapore: Wiley; 1986. 432 tion markers, among healthy adults: the ATTICA study. Atherosclerosis.
S., £38.35. Wiley Online Library; 1988. 2006;185(2):320-326.

25. Lovibond PF, Lovibond SH. The structure of negative emotional states: 47. Francis JL, Weinstein AA, Krantz DS, Haigney MC, Stein PK, Stone
comparison of the Depression Anxiety Stress Scales (DASS) with the beck PH, et al. Association between symptoms of depression and anxiety with
depression and anxiety inventories. Behav Res Ther. 1995;33(3):335-343. heart rate variability in patients with implantable cardioverter defibrillators.

26. Sargam H. The psychometric properties of Turkish version of Depression Psychosom Med. 2009;71(8):821-827.

Anxiety Stress Scale-21 (DASS-21) in health control and clinical samples. 48. Ueyama T, Kasamatsu K, Hano T, Tsuruo Y, Ishikura F. Catechol-
2018. amines and estrogen are involved in the pathogenesis of emotional stress-

27. Weiss DS, Marmar CR. The Impact of Event Scale-Revised. In: induced acute heart attack. Ann N Y Acad Sci. 2008;1148:479-485.
Wilson JP, Keane TM, eds. Assessing psychological trauma and PTSD: A 49. Gustad LT, Bjerkeset O, Strand LB, Janszky |, Salvesen @, Dalen H.
handbook for practitioners. New York, NY: Guilford Press; 1997:399-411. Cardiac function associated with previous, current and repeated depres-

28. Corapcioglu A, Yargic |, Geyran P, Kocabasoglu N. Olaylarin Etkisi sion and anxiety symptoms in a healthy population: the HUNT study. Open
Olgedi Tirkge versiyonunun gegerlilik ve givenilirigi. New Symposium Heart. 2016;3(1): e€000363.

Journal. 2006;44(1):14-22. 50. Frasure-Smith N, Lespérance F, Irwin MR, Talajic M, Pollock BG.

29. LiW, Zhang C-d, Luo J, Zhang H, Wu H, Yang B, et al. Psychological The relationships among heart rate variability, inflammatory markers and
status among different populations during COVID-19 epidemic: a system- depression in coronary heart disease patients. Brain Behav Immun.
atic review and meta-analysis. J Tongji Univ. 2020;41:147-154. 2009;23(8):1140-1147.

30. Ferraris M, Maffoni M, DEM V, Pierobon A, Sommaruga M, Barbara 51. Cooper DC, Tomfohr LM, Milic MS, Natarajan L, Bardwell WA, Zie-
C, et al. Post-traumatic stress disorder, depression and anxiety symp- gler MG, et al. Depressed mood and flow-mediated dilation: a systematic
toms in COVID-19 outpatients with different levels of respiratory and venti- review and meta-analysis. Psychosom Med. 2011;73(5):360-369.
latory support in the acute phase undergoing three months follow up. 52. Sawatari H, Ohkusa T, Rahamawati A, Ishikawa K, Tsuchihashi-
Minerva Med. 2022. Makaya M, Ohtsuka Y, et al. Left ventricular ejection fraction predicts

14 THe AMERICAN JOURNAL OF THE MEDICAL SCIENCES

VOLUMEE NUMBERE MW 2022


http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0012
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0012
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0012
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0012
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0012
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0013
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0013
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0013
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0014
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0014
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0014
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0015
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0015
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0015
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0015
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0015
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0016
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0016
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0016
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0016
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0016
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0017
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0017
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0017
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0018
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0018
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0018
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0019
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0019
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0019
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0019
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0020
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0020
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0020
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0021
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0022
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0022
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0022
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0023
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0023
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0023
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0023
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0024
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0024
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0024
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0024
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0025
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0025
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0025
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0027a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0027a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0027a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0028a
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0029
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0029
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0029
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0030
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0030
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0030
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0030
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0030
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0032
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0032
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0032
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0032
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0033
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0033
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0033
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0034
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0034
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0034
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0035
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0035
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0036
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0036
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0037
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0037
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0037
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0038
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0038
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0039
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0039
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0039
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0040
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0040
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0040
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0040
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0041
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0041
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0041
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0042
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0042
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0042
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0043
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0043
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0043
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0043
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0044
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0044
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0044
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0044
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0045
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0045
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0045
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0046
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0046
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0046
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0046
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0047
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0047
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0047
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0047
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0048
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0048
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0048
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0049
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0049
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0049
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0049
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0050
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0050
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0050
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0050
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0051
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0051
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0051
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0052
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0052

ARTICLE IN PRESS

Evaluation of depression, anxiety, and stress

severity of posttraumatic stress disorder in patients with implantable cardi-

overter—defibrilla\tors. Clin Cardiol. 2016;39(5):263-268. Submitted November 20, 2021; accepted September 7, 2022
53. Lorant V, Deliege D, Eaton W, Robert A, Philippot P, Ansseau M. ! ) '
Socioeconomic inequalities in depression: a meta-analysis. Am J Epide- Corresponding author at: Derya Baykiz, MD, Department of Cardiology,
miol. 2003;157(2):98-112. Istanbul Faculty of Medicine, Istanbul University; Topkapl, Turgut Ozal Millet
54. Ndumele CE, Matsushita K, Lazo M, Bello N, Blumenthal RS, Ger- Cad. 34093, Fatih, Istanbul, Turkey. (E-mails: derya.baykiz@hotmail.com,
stenblith G, et al. Obesity and subtypes of incident cardiovascular dis- drderyabaykiz@gmail.com).

ease. J Am Heart Assoc. 2016;5(8).

Copyright © 2022 Southern Society for Clinical Investigation. Published by Elsevier Inc. All rights reserved. 15
www.amjmedsci.com e www.ssciweb.org


http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0052
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0052
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0053
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0053
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0053
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0053
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0054
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0054
http://refhub.elsevier.com/S0002-9629(22)00381-0/sbref0054
mailto:derya.baykiz@hotmail.com
mailto:drderyabaykiz@gmail.com
http://www.amjmedsci.com
http://www.ssciweb.org

	Evaluation of depression, anxiety, and stress symptoms and their relationship with subclinical myocardial dysfunction by left ventricular global longitudinal strain in patients who recovered from COVID-19
	Introduction
	Methods
	Study population
	Study design
	Definitions
	Two-dimensional transthoracic echocardiography
	Two-dimensional speckle-tracking echocardiography
	Intra-observer and inter-observer reproducibility
	Psychological evaluation in the study population

	Inventories
	Statistical analysis

	Results
	Clinical and sociodemographic characteristics and COVID-19 related questions
	IES-R and DASS-21 scores of participants
	Echocardiographic characteristics

	Discussion
	Strengths of the study
	Limitations of the study

	Conclusions
	Author contributions
	Funding
	Declaration of Competing Interest
	Acknowledgments
	References


