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system disease, recent studies reported that cardiac injury is associated with poor outcomes in this population.
There are few studies which assessed standard electrocardiogram (ECG) as a prognostic tool during the course
of SARS-CoV-2 infection. The aim of this study is to identify the relationship between of ECG parameters and
Aims: Although severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) infection is mainly a respiratory

prognosis of patients infected with SARS-CoV-2.
Method and results: A total of 114 consecutive patients with a confirmed diagnosis of SARS-CoV-2 infection
between March 2020 and May 2020 were included in the study. Standard 12‑lead surface ECG was reviewed
for presence of fragmented QRS (fQRS), abnormal Q wave, T wave inversion, and duration of QRS. fQRS was ob-
served in 36.8% (n=42) of the patients who had SARS-CoV-2. Patient groups with andwithout fQRS did not dif-
fer in terms of age, gender, the presence of comorbid diseases and medical treatment. Hospitalization duration,
intensive care unit(ICU) requirement, all-cause mortality, and cardiac mortality were found to be higher in
patients with fQRS (all p values <0.05). There was a positive correlation between QRS duration and duration
of hospital stay (p < 0.001, r = 0.421). QRS duration was also found to be associated with intensive care need,
all-cause mortality, and cardiac mortality.
Conclusion: Our data shows that QRS duration and the presence of fQRS on standard ECG can help to identify
patients with worse clinical outcome admitted for SARS-CoV-2 infection.

© 2021 Elsevier Inc. All rights reserved.
Introduction

The novel coronavirus infection,whichwas first reported in China in
December 2019, affected thewhole world in a short time and it was de-
clared as pandemic by theWorld Health Organization. COVID-19,which
mainly involves the respiratory tract, has also been reported to have
negative effects on the cardiovascular system [1]. Previous reports
showed that myocardial damage can occur either directly by the virus
itself or as a result of systemic inflammation [2]. It is also known that
people who had a history of cardiovascular disease are more likely to
be infected with severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) and tend to have a more severe course. Many studies
have shown that COVID-19 is more fatal in those who have developed
cardiac damage during the course of infection or previously had a his-
tory of cardiac disease [3]. Therefore, prediction of the negative effects
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of SARS-CoV-2 infection on cardiovascular system and early detection
of myocardial damage is crucial.

The presence of the fragmented QRS complex (fQRS) on the stan-
dard electrocardiogram (ECG) is an indicator of ventricular conduction
disorder which was shown to be a marker of myocardial damage
resulting from various diseases [4,5]. In several studies, the relationship
between myocardial scar due to coronary artery disease (CAD) and the
presence of fQRS has been shown [6]. The localization of the fQRS on the
ECG was also found to have a good correlation with the localization of
the scar in the left ventricle. [7]. Compared to the other ECG markers
of ischemia, fQRS is more sensitive in detecting myocardial fibrosis de-
tected by SPECT imaging in patients with CAD [8].

ECG is a cheap and easy-to-apply test which carries lower risk of in-
fection spread among health care workers during the pandemic, espe-
cially compared to other diagnostic tools such as echocardiography.
The detection of fQRS on the ECG can help early, practical and safe de-
tection of the myocardial damage during the course of COVID-19. The
main purpose of this study is to investigate the relationship between
the ECG features and cardiac outcomes in patients hospitalized with
SARS-CoV-2 infection.
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Table 1
Baseline characteristics of the study population according to the presence of fragmenta-
tion on the surface electrocardiograms in patients with fQRS(+) and fQRS(−).

Study
population
(n = 114)

fQRS(+)
(n = 42)

fQRS(−)
(n = 72)

p value

Age (years) 57.1 ± 15.1 58.2 ± 13.5 54.5 ± 14.8 0.52
Gender (male), n (%) 62 (54) 23 (55) 39 (54) 0.91
HTN, n (%) 43 (38) 20 (48) 23 (32) 0.09
CAD, n (%) 15 (13) 8 (19) 7 (10) 0.16
DM, n (%) 30 (26) 14 (33) 16 (22) 0.19
Arrhythmia, n (%)* 12 (11) 5 (12) 7 (10) 0.48
Pulmonary disease, n (%)+ 7 (6) 3 (7) 4 (5) 0.14
Malignancy, n (%) 3 (3) 1 (2) 2 (3) 0.98
Renal disease, n (%)‡ 12 (11) 4 (10) 8 (11) 0.42
Medications, n (%)
Plaquenil 114 (100) 42 (100) 72 (100) 1.0
Azytromycin 49 (43) 16 (38) 33 (46) 0.42
Oseltamavir 46 (40) 17 (41) 29 (40) 0.98
Favipiravir 46 (40) 19 (45) 27 (38) 0.45

fQRS: fragmented QRS; HTN: hypertension; CAD: coronary artery disease; DM: diabetes
mellitus. * Atrial fibrillation, ventricular tachycardia or ventricular fibrilllation, second or
third degree atrio-ventricular block. + Chronic obstructive pulmonary disease or asthma.
‡ Chronic renal insufficiency (GFR < 30).
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Methods

Patient population

This retrospective study included consecutive patients hospitalized
with SARS-CoV-2 infection in a university hospital between March
2020 andMay 2020. All cases of COVID-19were confirmed by polymer-
ase chain reaction (PCR) on nasopharyngeal swabs (Bioeksen R&D
Technologies Co Ltd).

Inclusion and exclusion criteria

Patients whowere followed at least 24 h in the hospital with an ECG
obtained at the initial presentation or during the follow up were in-
cluded in the study. Hospitalized patients, either in the regular inpatient
ward or in the intensive care unitwere analyzed. Patientswhohad com-
plete ventricular pacing were excluded from the study.

Data collection

Baseline demographical characteristics, hospitalization duration,
need for intensive care unit (ICU) treatment and mortality data were
obtained from medical records. Demographics, pre-existing comorbid
conditions and serum cardiac troponin I (cTnI) levels (AQT90 FLEX TnI
test) were recorded manually.

A standard 12 lead surface ECG (0.5–150 Hz, 25 mm/s, 10 mm/mV)
whichwas recorded at patient's initial presentation or during follow up
at the hospital was personally reviewed and interpreted by two cardiol-
ogy specialists who were blinded to the clinical status of the patients.
Rhythm, QRS duration, presence of fQRS, negative T waves and abnor-
mal Q waves were assessed.

Definitions

The fQRSwas defined as notching in the R or S wave, RSR' pattern or
multiple R' in at least two consecutive leads corresponding to the areas
supplied by the major coronary arteries [6]. Patients were divided into
two groups according to the presence or absence of fragmentation on
the ECG as fQRS (+) and fQRS (−). The criteria of T-wave inversion
was ≥0.1 mV in at least two contiguous leads [9] and abnormal Q
wave was defined as the presence of Q wave at least ≥30 msec in dura-
tion and ≥ 0.1mV in depth in at least two leads except aVR [10]. QRS du-
rationwasmeasured from the beginning of the earliest to the end of the
last QRS deflection.

Arrhythmia was defined as documented atrial fibrillation, ventric-
ular tachycardia or ventricular fibrillation, second or third degree
atrio-ventricular block. Pulmonary disease refers to chronic obstruc-
tive pulmonary disease or asthma, whereas renal disease refers to
chronic renal insufficiency (GFR < 30).

Ethics

This study was approved by national ministry of health (reference
number: 202005-04T23_28_26) and the protocol was approved by
the local ethics committee of the university. Informed consent was ob-
tained from all patients to participate in the study in accordance with
the Declaration of Helsinki.

Clinical outcomes

The primary end-point of the studywas cardiacmortalitywhichwas
defined as death attributable tomyocardial ischemia or infarction, heart
failure, cardiac arrest because of other or unknown causes. Secondary
end-points were defined as hospitalization duration, ICU requirement
and all-cause mortality. The survival status of patients was ascertained
by reviewing medical records.
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Statistical analyses

Statistical analyses were conducted using SPSS (version 25.0, SPSS
Inc., Chicago, IL, USA). Data were expressed as mean ± standard devia-
tion for continuous variables and percentage for categorical variables.
Statistical significance was defined as a p value <0.05 for all compari-
sons. Shapiro-Wilk testwas used to test for normal distribution. Contin-
uous variables were compared using Student's t-test for independent
samples that showed normal distribution, while the Mann-Whitney
U test was used for non-normally distributed samples based on the
presence of fQRS on the surface ECG. Chi-square test was used to ana-
lyze the associations of the categorical variables between groups. The
association of QRS duration with both cardiac and all-cause mortality
was demonstrated with separate box-plot graphics. Pearson's correla-
tion analysiswas used to test the relationship between theQRSduration
and the total days of hospitalization. The results of the correlationswere
shown on a scatted-dot graph with the corresponding r and p values.
ROC analysis was performed to obtain a cut-off QRS duration to predict
mortality, and the results were shown on a ROC curve with the accom-
panying AUC, CI and p values.
Results

A total of 114 patientswere included in the study. Themean agewas
57.1 ± 15.1 years and 54% were men. Patients were divided into
2 groups according to the presence of fQRS (fQRS+, n = 42, 36.8%) or
absence of fQRS (fQRS-, n=72, 63.2%) on the surface ECG. Basal charac-
teristics and the clinical features of the study population are summa-
rized in Table 1. There was no significant difference between the two
groups in terms of age, gender, comorbid diseases and medical treat-
ment (p > 0.05 for all comparisons). Hypertension (HT) and diabetes
(DM) were the most common cardiovascular conditions among both
groups (38% and 26%, respectively).

Study patients were subdivided into groups based on the ECG fea-
tures such as fQRS, negative T waves (negT) and pathological Q waves
(patQ) and compared in terms of duration of hospital stay, intensive
care requirement, all-cause mortality, and cardiac mortality as shown
in Table 2. Presence of negT and patQ did not seem to have any impact
on clinical outcome variables (all p values >0.05). However, patients
with fQRS were found to have prolonged duration of hospital stay
(14.0 ± 8.3 days vs. 7.5 ± 4.0 days), higher need for intensive care
unit (ICU) treatment (35.7% vs. 5.5%), higher rates of all-causemortality



Table 2
Comparison of the study population in terms of prognostic end-points according to the presence of ECGfindings such as fragmentedQRS (fQRS), Twave inversion (negT), and pathologic Q
waves (patQ).

fQRS(+)
(n:42)

fQRS(−)
(n:72)

p value negT (+)
(n:31)

negT (−)
(n:83)

p value patQ (+)
(n:13)

patQ (−)
(n:101)

p value

Duration of hospital stay, (days) 14.0 ± 8.3 7.5 ± 4.0 <0.01 9.1 ± 8.8 10.3 ± 5.0 0,13 11.4 ± 6.4 9.7 ± 4.3 0.08
Need for ICU treatment, n (%) 15 (35.7) 4 (5.5) <0.01 5 (16.1) 14 (16.8) 0,71 2 (15.3) 17 (16.8) 0.16
All-cause mortality, n (%) 14 (33.3) 6 (8.3) <0.01 6 (19.3) 14 (16.8) 0.19 2 (15.3) 18 (17.8) 0.14
Cardiac mortality, n (%) 6 (14.2) 3 (4.1) <0.01 3 (9.6) 6 (7.2) 0.12 1 (7.6) 8 (7.9) 0.90

ICU: intensive care unit; fQRS: fragmented QRS; negT: T wave inversion; patQ: pathologic Q waves.

Table 3
Analysis of the study population in terms of all-cause and cardiac mortality according to the clinical features, QRS duration and Troponin levels.

All-cause
Mortality (+) (n = 20)

All-cause
Mortality (−) (n = 94)

p value Cardiac Mortality (+)
(n = 12)

Cardiac Mortality (−)
(n = 102)

p value

Age (years) 65.9 ± 10.4 55.6 ± 17.6 0.01 61.1 ± 9.3 56.9 ± 17.8 0.43
HTN, n (%) 9 (45) 34 (36) 0.46 4 (33) 39 (38) 0.74
DM, n (%) 6 (30) 24 (26) 0.68 3 (25) 27 (27) 0.91
CAD, n (%) 3 (15) 12 (13) 0.79 2 (17) 13 (13) 0.71
QRS duration (msec) 122.4 ± 6.1 104.6 ± 12.9 <0.01 125.2 ± 5.5 110.3 ± 7.1 <0.01
TnI level (ug/mL) 1.03 ± 2.01 0.04 ± 0.10 <0.01 0.75 ± 0.83 0.22 ± 0.96 0.07

HTN: hypertension; DM: diabetes mellitus; CAD: coronary artery disease; TnI: troponin I.
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(33.3% vs. 8.3%, p < 0.05%), and higher rates of cardiac mortality (14.2%
vs. 4.1%) compared to patients without fQRS on the ECG (all p values
<0.05).

During the study, a total of 20 deathswas observed among the total
number of 114 patients (17.5%), and 12 of the deaths were cardiac in
origin (11%). The impact of age, comorbidities (such as hypertension,
diabetes, and coronary artery disease), QRS duration and cTnI levels
on all-cause and cardiac mortality was also investigated (Table 3).
Mean age of the patients with all-cause mortality was significantly
higher than the survivors of the COVID-19 (65.9 ± 10.4 vs. 55.6 ±
17.6, p = 0.01). However, we did not observe the same relationship
for cardiac mortality. Similarly, none of the comorbidities was found
to be associated with all-cause or cardiac mortality. Mean QRS dura-
tion was observed to be related to both all-cause and cardiac mortal-
ity. Compared to patients with the survivors, the mean QRS duration
Fig. 1. The box-plot graphs that show the association of QRS durati
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was higher both in patients with all-cause mortality (122.4 ± 6.1
msec vs. 104.6 ± 12.9 msec, p < 0.01) and those with cardiac mortal-
ity (125.2 ± 5.5 msec vs. 110.3 ± 7.1 msec, p < 0.01) as shown in
Fig. 1. As a continuous variable, QRS duration was also positively and
significantly correlated with the duration of hospital stay (p < 0.001,
r = 0.421) as shown in a scatted-dot graph in Fig. 2. ROC analysis re-
vealed that a cut-off QRS duration of 115 milliseconds had 80% sensi-
tivity and 70% specificity for prediction of all-cause mortality (AUC:
0.776, CI: 0.664–0.888, p < 0.001) as shown in Fig. 3.

Cardiac troponin I levels were also investigated for the association
with all-cause and cardiac mortality. Compared to the survivors of the
COVID-19, mean cTnI levels were statistically higher in patients with
all-cause mortality (1.03 ± 2.01 μg/L vs. 0.04 ± 0.10 μg/L, p < 0.01),
and numerically higher in patients with cardiac mortality (0.75 ± 0.83
μg/L vs. 0.22 ± 0.96 μg/L, p = 0.07).
on with both all-cause mortality (A) and cardiac mortality (B).



Fig. 2. The scatted-dot graph showing the correlation of QRS duration and hospital stay.
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Discussion

In this study, the relationship between the presence of fQRS on ECG
and the prognosis of patients diagnosed with COVID-19 was investi-
gated. The main findings of the study can be listed as follows; hospital-
ization duration of patients with fQRS on surface ECG was longer.
Moreover, intensive care need, all-causemortality and cardiacmortality
were also more frequent in patients with fQRS.

As it is well known, COVID-19 is not just a respiratory system dis-
ease. It is also associated with systematic inflammation, cytokine
storm and sepsis. As a result, it leads to multi-organ failure and death
[11]. Although, exactmechanism for the effects of SARS-CoV-2 infection
on the cardiovascular system is not fully known, various mechanisms
have been suggested. It has been reported that the virusmay have a car-
diovascular effect due to indirect systemic inflammation, as well as it
may directly damage the myocardial tissue [12]. Several studies have
shown that prognosis is worse in patients with cardiovascular system
involvement due to COVID-19 [13]. Therefore, early detection of cardiac
Fig. 3. ROC curve analysis for QRS duration to predict all-cause mortality with 80%
sensitivity and 70% specificity.

111
involvement is crucial for improvement of prognosis during the course
of the disease.

Several studies have investigated several imaging and biochemical
testswhichmay be indicative of prognosis in COVID-19. One of these di-
agnostic tests is the surface ECG. In a previous study, McCullough and
his colleagues examined ECG's of 750 COVID-19 patients and they re-
vealed that atrial premature contractions (APCs), right bundle branch
block/intraventricular conduction block (RBBB/IVB), localized T-wave
inversion and nonspecific repolarization abnormalities were associated
with an increased odds of death [14]. However, the relationship be-
tween ECG parameters and cardiac mortality of COVID-19 patients has
not been investigated.

fQRS is a depolarization disorder that can be easily detected from a
routine ECG recording. It represents the conduction delay caused by fi-
brotic tissue in the myocardium [6]. This conduction delay results in
notching of the QRS complex in ECG [15]. It has been shown that fQRS
detected on surface ECGs is associated withmyocardial scar in coronary
artery disease patients [8]. A recent study showed that fQRS was useful
in predicting scar areas detected by magnetic resonance imaging (MRI)
[16]. It has been proven that fQRS can be the predictor of non-ischemic
myocardial scar, too. Schuller et al. showed that in patients with pulmo-
nary sarcoidosis, fQRS complex was associated with cardiac involve-
ment [17]. These results are supported by another small study on
cardiac sarcoidosiswhich showed a close relation of late gadoliniumen-
hancement on cardiac MRI with fQRS [18]. Similarly, in another study,
healthy subjects with fQRS presented regional left ventricular (LV) sys-
tolic dysfunction, assessed by global longitudinal strain (GLS) on echo-
cardiography, in the presence of a normal ejection fraction. These data
suggest that fQRS may be a promising tool to identify apparently
healthy subjects with regional LV systolic dysfunction [19].

In our study, the relationship between the presence of fQRS and the
prognosis of patients who were admitted for COVID-19 was investi-
gated. Prognostic outcome variables were designated as hospitalization
duration, need for ICU treatment, all-cause and cardiac mortality.
Patients with fQRS on surface ECGs were observed to have worse prog-
nosis as well as higher mortality rates. Our findings suggest that worse
clinical course may be linked to subclinical cardiac involvement in
these patients. Few studies indicate that cardiac involvement, especially
myocarditis, is a potential result of SARS-CoV-2 infection. In addition,
several pathways associated with the systemic involvement of the
viral disease may contribute to destabilize coronary plaques in COVID-
19 patients [20]. Myocyte necrosis and mononuclear cell infiltrates
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that are reported in cardiac muscle autopsy specimens of COVID-19
patients [21] can be linked to both these ischemic and non-ischemic
effects of SARS-CoV-2 infection. Cardiomyocyte damage by the virus
may be reflected as fQRSwhich is a proven predictor of myocardial scar.

Apart from fQRS, there are other ECG features that may be markers
of myocardial scar. These are pathological Q wave presence, negative T
wave presence and prolonged QRS duration [22,23]. However, in the
current study we could not establish a relationship between the pres-
ence of pathological Q waves or negative T waves and clinical
outcome of COVID-19 patients. On the other hand, our study showed a
positive correlation betweenQRSduration and hospitalization duration,
intensive care need, all-cause mortality and cardiac mortality. These
findings are in line with the results of previous studies that showed
the relationship between QRS duration and both myocardial dysfunc-
tion and sudden cardiac death [22,24].

In various studies, several echocardiographic and radiological
methods to detect myocardial fibrosis were addressed similar to the
data obtained from ECG [25]. However, these modalities are often
more expensive and sophisticated. fQRS can be easily detected by rou-
tine ECG recordings and does not require any special equipment. There-
fore, it seems judicious to choose simple diagnostic methods whichwill
minimize contact timewhen there is an infectionwith high contagious-
ness such as COVID-19.

Several studies have shown the relationship between high level of
serum cardiac troponin I and poor prognosis in COVID-19 patients. In
a recently published study, Lippi et all. Reported that the levels of
cardiac troponin were significantly increased in severely affected
COVID-19 cases [26]. In our study, serum troponin I level was shown
to be significantly related to hospitalization duration, intensive care
need and all-cause mortality but it was not found to be associated
with cardiac mortality. The possible explanation for the fact that in-
creased troponin I levels did not reflect cardiac mortality is that high
levels of troponin I may be associated with the severity of the disease,
but not directly related to the cardiac status of COVID-19 patients.

Conclusion

fQRS on surface ECG can be used as a marker of cardiac prognosis in
hospitalized patients with SARS-CoV-2 infection. ECG being a simple,
cheap and safe investigation modality may help in identifying patients
at increased risk of cardiovascular involvement. Therefore, it can be
used as an initial screening tool in COVID-19 patients to recognize
severely affected individuals with possible cardiovascular mortality.

Limitations

The major limitation of our study was the small sample size requir-
ing that the results should be validated in a larger population. Another
drawbackwas that echocardiographic datawas not recorded to be com-
paredwith the ECG findings due to the design of the study. In addition, it
is not clear whether medications applied prior to the obtainment of
the ECG had an effect on ECG findings, since the ECG was recorded at
the initial presentation in some patients and during the course of the
treatment in the remaining. Butwe did not observe any statistical differ-
ence between the study groups according to the medications used for
treatment of COVID-19.
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