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®  FQRS has no significant effect on EF and other echocardiographic parameters over at least a three-year interval in SSc
patients.
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Background: Systemic sclerosis (SSc) is an autoimmune connective tissue disorder that
leads to fibrosis of the skin and internal organs. Fragmented QRS (fQRS) is an important
electrocardiographic (ECG) finding related to myocardial fibrosis. This study aimed to
evaluate the effect of fQRS on ejection fraction (EF) and other echocardiographic
parameters in individuals diagnosed with SSc.

Methods: This was a retrospective cohort study consisting of 52 patients with fQRS as the
case group and 60 patients without fQRS as the control group. The characteristics and
echocardiographic parameters of the patients from a minimum of a 3-year interval were
recorded. All data were compared between the two groups using SPSS software, version
20.0 (IBM Corp).

Results: There were no significant differences in demographics, paraclinical results, and
echocardiographic parameters, including average EF, pulmonary hypertension, and
tricuspid regurgitation velocity, between cases and controls at the beginning and end of the
follow-up.

Conclusion: Based on our results, fQRS had no significant effect on EF and other

echocardiographic parameters over at least a 3-year interval in SSc patients. However,

additional research with longer follow-up periods and larger sample sizes is needed to
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Introduction

ystemic sclerosis (SSc) is an
autoimmune  connective tissue
disorder that leads to microvascular
and macrovascular damage, as well
as fibrosis of the skin and internal
organs.!

Cardiac involvement is one of the common
manifestations of SSc, with a prevalence rate of
15% to 35% and a mortality rate of 20% to
30%.24 SSc can affect various parts of the heart,
including the myocardium, pericardium, and
endocardium. These involvements may result in
systolic and diastolic dysfunction, leading to low
ejection fraction (EF), along with the development
of arrhythmias and valvulopathies.>”

Fragmented QRS (fQRS) is an important
electrocardiographic (ECG) finding defined by an
additional R wave (R') or notching within the QRS
complex.? It can be related to myocardial fibrosis,
ischemic changes, and conduction defects.?1° The
presence of fQRS in people with suspected or
known coronary artery disease significantly
elevates the risk of cardiac events and all-cause
mortality.®

Previous studies have shown that fQRS is
more prevalent in patients with SSc than in healthy
populations.’ Considering this fact and the
association between fQRS and cardiac fibrosis,
individuals with SSc are more likely to develop
myocardial scarring.1? These fibrotic changes may
have the potential to decrease EF and lead to
ventricular dysfunction.®1%13 Nonetheless, there is
a lack of research investigating the effect of fQRS
on EF in an SSc population. Accordingly, the
objective of this study was to evaluate the effect of
fORS on EF and other echocardiographic
parameters in individuals diagnosed with SSc.

Materials and Methods

Study Design and Population

This retrospective cohort study, based on
Strengthening the Reporting of Observational
Studies in Epidemiology (STROBE) guidelines,
enrolled a total of 112 patients with SSc.* The
STROBE checklist is provided in Supplementary
File 1. The included participants were patients with
SSc who were referred to the rheumatology clinic

at Shariati Hospital and had been under
observation for a minimum of 3 years. The case
group comprised 52 patients with fQRS, and the
control group involved 60 patients without fQRS.
The patients’ diagnoses were based on the
American College of Rheumatology
(ACR)/European League Against Rheumatism
(EULAR) systemic  sclerosis  classification
criteria.’® They had normal Framingham risk
scores, no history of previous atherosclerotic
cardiovascular diseases or arrhythmias, and
normal baseline EFs. All individuals underwent
ECG and echocardiography every 6 to 12 months.
Participants  exhibiting regional wall motion
abnormality (RWMA) on their echocardiography
underwent  either computed  tomography
angiography (CTA) or single-photon emission
computed tomography (SPECT). After ischemic
events were ruled out, cardiovascular magnetic
resonance imaging (CMR) was conducted for
further assessment.

Procedures

Twelve-lead ECGs were obtained using the
same instrument with the record set at 25 mm/s
and a voltage calibration of 1 mV/cm and were
analyzed by a single experienced cardiologist. The
fQRS is characterized as a narrow QRS complex
(<120 ms) with a notch between the Q wave and
the S wave in at least two contiguous leads,
provided that bundle branch blocks (BBBs) were
excluded.®

The same cardiologist performed
echocardiography with the GE Vivid S5 ultrasound
system. Data acquisition was performed with a
3.5-MHz transducer at a depth of 16 cm in the
parasternal and apical views (standard parasternal
short-axis from the midventricular level, apical
long-axis, two-chamber, and four-chamber
images).

CMR was conducted by a second cardiologist
with the Philips Ingenia 1.5 Tesla MRI system. The
protocol included cine imaging for cardiac function
assessment, late gadolinium enhancement for
tissue characterization, and flow imaging for blood
flow dynamics. The patient was positioned supine,
and ECG gating ensured precise synchronization
with the cardiac cycle. Cine images were acquired
in standard views, and late gadolinium
enhancement imaging featured an adjusted
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inversion time. The comprehensive examination
provided detailed information on cardiac structure
and function.

Data Collection and Outcomes

The characteristics of the patients, including
age, sex, SSc subtype, and disease duration, were
documented. Disease duration was calculated
from the development of the Raynaud
phenomenon to the time of the study. Additional
factors, such as the presence of interstitial lung
disease based on high-resolution CT, forced vital
capacity assessed via spirometry, and plasma
hemoglobin, were recorded. The
echocardiographic parameters from at least a 3-
year interval, including EF, systolic pulmonary
arterial pressure (sPAP), tricuspid regurgitation
velocity (TRV), RWMA, diastolic dysfunction, and
pericardial effusion, were also recorded.
Pulmonary hypertension (PHTN) and high TRV
were defined as an sPAP of more than 40 mm Hg
and a TRV exceeding 2.8 m/s, respectively.16.17

Statistical Analysis

All demographic, paraclinical, and
echocardiographic parameters were compared
between cases and controls using SPSS software
version 20.0 for Windows (IBM). Continuous data
are reported as mean (SD) and were compared
using the independent samples t test. Categorical
data are reported as frequencies and were
compared using the x2 test. A P value of less than
0.05 was considered statistically significant.

Results

The study followed up 52 cases and 60 controls
for at least 3 years. During this period, no patients
converted from a negative fQRS status to a
positive one, and none developed new-onset
arrhythmias. The median follow-up was 5.1 years
(95% CI, 3.00 to 8.73). As shown in (Table 1),
there were no significant differences in age and
sex distributions, disease characteristics, or
paraclinical results between the two groups.

Table 1. The demographics and most recent paraclinical results of the studied patients

Cases Controls p2
(n=52)! (n=60)*
Female 45 (86.5%) 56 (93.3%) 0.341
Mean age, y 51.6 (10.3) 50.7 (13.0) 0.700
Disease duration, y 16.4* (7.9) 15.9** (7.3) 0.777
Follow-up, y 5.2 (1.6) 5.2 (1.9) 0.851
SSc subtype
ISSc 17 (32.7%) 21 (35.0%) 0.843
35 (67.3%) 39 (65.0%)
dSSc
Mean FVC, % 74.4™ (17.9) 74.8™ (19.7) 0.906
Mean Hb, g/dL 12.8 (1.4) 12.9 (1.5) 0.661
ILD 29/51 (56.9%) 32/58 (55.2%) 1.000

1 Mean (SD); n (%)
2The Welch two-sample t test; the Fisher exact test
"n=44 “n=55"" n=50 " n=58

dSSc: diffuse systemic sclerosis; FVC: forced vital capacity; Hb: hemoglobin; ILD: interstitial lung disease; ISSc: limited systemic

sclerosis; SSc: systemic sclerosis

The comparison of the echocardiographic
outcomes between the two groups at baseline and
the 3-year follow-up is demonstrated in (Table 2).
There were no significant differences in average

EF and the number of patients with PHTN, high
TRV, diastolic dysfunction, or pericardial effusion
between cases and controls at the beginning and
end of the follow-up.
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Table 2. The comparison of the echocardiographic parameters at baseline and follow-up between cases and controls

E:SS;T:; C;:St;(ljil:e?t » Cases ?;f;;;ow-upl Controls(:;l}z(;))lIOW-Up1 p2
(n=52) (n=60) - -
- 3 20 0777
PHTN ( 1%9) (5?0) 0.622 (;8) ( 1?7) 0.084
High TRV (i/slet) ((23/22.;) 1.000 (;gg) (?182.8) 0.207
RWMA (OC.)O) (Oc.)O) i (1f.5) (Oc.)O) 0.009
b (7A.17) (5?0) 0.703 (5?8) (8?3) 0.722
PE (1%9) (5?0) 0.622 (1%9) (0(.)0) 0-464

1 Mean (SD); n (%)
2The Welch two-sample t test; the Fisher exact test

EF: ejection fraction; PHTN: pulmonary hypertension; TRV: tricuspid regurgitation velocity; RWMA: regional wall motion abnormality;

DD: diastolic dysfunction; PE: pericardial effusion

According to echocardiography, six patients with
RWMA at the follow-up echocardiography
underwent CMR, and their results are presented in
Table 3. All were fQRS-positive females with a
mean age of 49.2 + 6.5 years. Half of them had

diffuse SSc, while the other half had limited SSc.
Two of them had abnormal EFs (<55%), and one
had developed PHTN at the 3-year
echocardiography compared with their baseline
results.16.18

Table 3. The demographics, follow-up echocardiographic parameters, and CMR results of patients with RWMA

Disease SSc sPAP TRV
FQRS Age (y) . EF (%) DD PE CMR Result
Duration (y)  Subtype (mm Hg) (m/s)
Present F 52 20 dSSc 55 34 2.7 No No Diffuse myocardial edema
Patch i ial
Present  F 45 14 dssc 35 35 23 No No  -awchysubepicardial and
interstitial fibrosis
Present  F 43 22 ISSc 55 44 2.8 No No  Subepicardial to midwal
pattern of fibrosis
Global silicon enhancement
Present F 60 40 ISSc 55 36 2.8 No No ratio of myocardium over
skeletal muscle
Subendocardial
Present F 51 N/A ISSc 45 36 2.4 Yes No enhancement in the basal
inferolateral segments
Present F 44 24 dSSc 55 25 1.1 No No No myocardial fibrosis

fQRS: fragmented QRS; CMR: cardiovascular magnetic resonance imaging; RWMA: regional wall motion abnormality; SSc:
systemic sclerosis; EF: ejection fraction; SPAP: systolic pulmonary arterial pressure; TRV: tricuspid regurgitation velocity; dSSc:
diffuse systemic sclerosis; ISSc: limited systemic sclerosis; F: female; N/A: not available; DD: diastolic dysfunction; PE: pericardial

effusion

Discussion

According to existing literature, the prevalence
of fQRS is higher in patients with SSc compared
with healthy individuals.** Further, fQRS is
associated with myocardial fibrosis and ischemic
changes and may lead to ventricular
dysfunction.®1° Nevertheless, in two case-control
studies of healthy individuals with preserved EF,

there was no significant difference in EF between
groups with and without fQRS, whereas the
positive fQRS group exhibited a significantly lower
global longitudinal strain (GLS) compared with the
negative fQRS group.1%.20

The principal finding of the present study was
that fQRS was not associated with EF on
echocardiography in patients with SSc for at least
3years. This is consistent with results from a study
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by Tigen et al,’?> who also reported that the
presence of fQRS did not have a significant effect
on EF among patients with SSc with fQRS, those
with SSc without fQRS, and healthy individuals.*?

Based on our findings, there were no significant
differences in the number of patients with PHTN,
high TRV, diastolic dysfunction, or pericardial
effusion between cases and controls. Tigen et al*?
likewise found that systolic pulmonary artery
pressure was not significantly associated with
fORS in individuals with SSc. In contrast, Bayar et
al?! reported that mean systolic pulmonary artery
pressure was higher in patients with fQRS than in
those without fQRS.

The absence of significant differences in EF
and other echocardiographic parameters between
the two groups suggests that although fQRS may
be associated with myocardial fibrosis, it does not
necessarily correlate with changes in cardiac
function.

Our results indicate that over at least a 3-year
period, the average EF in both groups, as well as
the incidence of diastolic dysfunction in cases and
pericardial effusion in controls, decreased
compared with other factors, including the number
of patients with PHTN, high TRV, and RWMA. This
reduction may be attributable to the treatments,
such as vasodilators, administered during this
period. Further investigation with larger sample
sizes is needed to fully elucidate these alterations
and their potential mechanisms.

Similar investigations have been conducted in
other populations. For example, GLS values have
been shown to be lower in individuals with positive
fORS compared with those with negative fQRS
among patients with Behcet disease and
subclinical hyperthyroidism.?223 In another study,
the myocardial perfusion index was significantly
higher in patients with subclinical hypothyroidism
and positive fQRS than in those without fQRS, and
ejection time was longer in individuals with
negative fQRS.2* Additionally, among patients with
type 2 diabetes mellitus, a statistically significant
difference in left ventricular GLS was identified
between fQRS-negative and fQRS-positive
groups.?®

We performed CMR in six patients with RWMA
on echocardiography, all of whom were fQRS-
positive females. The majority had some degree of
fibrosis in either the epicardium or myocardium.

However, only two individuals exhibited abnormal
EF, and only one developed PHTN after 3 years.
Consequently, although the CMR results indicate
a relationship between fQRS and cardiac fibrosis,
fQRS does not appear to have a significant effect
on EF in a population with scleroderma.

Considering the existing literature, no
association has been identified between fQRS and
decreased EF in patients with SSc to date.'2 Our
study, likewise, demonstrated that there were no
significant changes in EF, no differences in the
number of individuals with PHTN or high TRV, and
no emergence of arrhythmias during a minimum 3-
year follow-up among the enrolled participants.
Thus, the presence of fQRS alone does not
appear to be a significant concern for cardiac
dysfunction in individuals with SSc, at least over a
3-year period.

The present study has several limitations that
should be acknowledged. First, the follow-up
duration and limited sample size may constrain the
conclusiveness of our findings. Second, because
of restricted resources, we were unable to perform
CMR for all participants to assess the extent of
myocardial fibrosis and limited CMR evaluation to
patients who demonstrated RWMA on
echocardiography.

Conclusion

In conclusion, fQRS appears to have no
significant effect on EF or other echocardiographic
parameters over at least a 3-year interval in
patients with SSc. However, additional research
with longer follow-up periods and larger sample
sizes is needed to fully characterize this
association.

Declarations:

Ethical Approval

This study was approved by the Administration
Committee of the Rheumatology Research
Center, Tehran University of Medical Sciences,
Tehran, Iran (approval No.
IR.TUMS.SHARIATI.REC.1402.144).

Funding

According to the authors, this article has no
financial support.




Aida Mohamadi et al. 2025; 20 (4):259-265

RHYTEA-

Research in Heart Yield and Translational Medicine

Conflict of Interest

The authors report no conflict of interest.

Acknowledgments

The authors have no acknowledgement to

disclose.

References

10.

Medsger TA Jr. Systemic sclerosis (scleroderma):
clinical aspects. In: Ruddy S, Harris ED Jr, Sledge
CB, editors. Arthritis and allied conditions: a textbook
of rheumatology. 14th ed. Philadelphia: Lippincott
Williams & Wilkins; 2001. p. 1590-624.

Steen VD, Medsger TA Jr. Severe organ
involvement in systemic sclerosis with diffuse
scleroderma. Arthritis Rheum. 2000
Nov;43(11):2437-44.

Ferri C, Valentini G, Cozzi F, Sebastiani M,
Michelassi C, La Montagna G, et al. Systemic
sclerosis: demographic, clinical, and serologic
features and survival in 1,012 Iltalian patients.
Medicine (Baltimore). 2002;81(2):139-53.

Al-Dhaher FF, Pope JE, Ouimet JM. Determinants of
morbidity and mortality of systemic sclerosis in
Canada. Semin Arthritis Rheum. 2010
Feb;39(4):269-77.

Champion HC. The heart in scleroderma. Rheum
Dis Clin North Am. 2008;34(1):181-90.

Bruni C, Ross L. Cardiac involvement in systemic
sclerosis: Getting to the heart of the matter. Best
Practice & Research Clinical Rheumatology.
2021;35(3):101668.

Butt SA, Jeppesen JL, Torp-Pedersen C, Sam F,
Gislason GH, Jacobsen S, et al. Cardiovascular
manifestations of systemic sclerosis: a Danish
nationwide cohort study. J Am Heart Assoc.
2019;8(17):e013405.

Take Y, Morita H. Fragmented QRS: What is the
meaning? Indian Pacing Electrophysiol J.
2012;12(5):213-25.

Das MK, Saha C, El Masry H, Peng J, Dandamudi
G, Mahenthiran J, et al. Fragmented QRS on a 12-
lead ECG: a predictor of mortality and cardiac events
in patients with coronary artery disease. Heart
rhythm. 2007;4(11):1385-92.

Pietrasik G, Goldenberg I, Zdzienicka J, Moss AJ,
Zareba W. Prognostic significance of fragmented
QRS complex for predicting the risk of recurrent
cardiac events in patients with Q-wave myocardial
infarction. Am J Cardiol. 2007;100(4):583-6.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Javinani A, Nejad ZJ, Gharibdoost F, Jamshidi AR,
Yekta RA, Alvand S, et al. Bundle branch blocks and
fragmented QRS complex in Iranian patients with
systemic sclerosis. J Tehran Heart Cent.
2019;14(1):6-11.

Tigen K, Sunbul M, Ozen G, Durmus E, Kivrak T,
Cincin A, et al. Regional myocardial dysfunction
assessed by two-dimensional speckle tracking
echocardiography in systemic sclerosis patients with
fragmented QRS complexes. J Electrocardiol.
2014;47(5):677-83.

Hinderer S, Schenke-Layland K. Cardiac fibrosis — A
short review of causes and therapeutic strategies.
Adv Drug Deliv Rev. 2019;146:77-82.

von Elm E AD, Egger M, Pocock SJ, Gotzsche PC,
Vandenbroucke JP. von Elm E, Altman DG, Egger
M, Pocock SJ, Ggtzsche PC, Vandenbroucke JP;
STROBE Initiative. The Strengthening the Reporting
of Observational Studies in Epidemiology
(STROBE) statement: guidelines for reporting
observational studies. J Clin Epidemiol. 2008
Apr;61(4):344-9.

Van Den Hoogen F, Khanna D, Fransen J, Johnson
SR, Baron M, Tyndall A, et al. 2013 classification
criteria for systemic sclerosis: an American College
of Rheumatology/European League against
Rheumatism collaborative initiative. Arthritis Rheum.
2013;65(11):2737-47.

Chemla D, Humbert M, Sitbon O, Montani D, Hervé
P. Systolic and Mean Pulmonary Artery Pressures:
Are They Interchangeable in Patients with
Pulmonary Hypertension? Chest. 2015;147(4):943-
50.

Sumimoto K, Tanaka H, Mukai J, Yamashita K,
Tanaka Y, Shono A, et al. Optimal Cut-Off of
Tricuspid Regurgitation Velocity According to the
New Definition of Pulmonary Hypertension - Its
Use in Predicting Pulmonary Hypertension. Circ
Rep. 2020;2(10):625-9.

Kosaraju A, Goyal A, Grigorova Y, Makaryus AN.
Left ventricular ejection fraction. 2017.

Nikoo MH, Jamali Z, Razeghian-Jahromi I, Sayadi
M, Verdecchia P, Abtahi F. Fragmented QRS as an
early predictor of left ventricular systolic dysfunction
in healthy individuals: a nested case-control study in
the era of speckle tracking echocardiography.
Cardiovasc Ultrasound. 2020;18(1):33.

Dehghani MR, Rostamzadeh A, Abbasnezhad A,
Shariati A, Nejatisafa S, Rezaei Y. Fragmented QRS
and subclinical left ventricular dysfunction in
individuals with preserved ejection fraction: A
speckle-tracking  echocardiographic  study. J
Arrhythm. 2020;36(2):335-40.




Fragmented QRS in Systemic Sclerosis Patients

RHYTEA

Research in Heart Yield and Translational Medicine

21.

22.

23.

24,

25.

Bayar N, Cay HF, Erkal Z, Sezer i, Arslan S, Cagirci
G, et al. The importance of fragmented QRS in the
early detection of cardiac involvement in patients
with  systemic sclerosis. Anatol J Cardiol.
2015;15(3):209-12.

Hidayet $, Yagmur J, Bayramoglu A, Cansel M,
Ermis N, Tasolar H, et al. Fragmented QRS
complexes are associated with subclinical left
ventricular dysfunction in patients with Behcet's
disease: Four-dimensional speckle tracking
echocardiography. J Clin Ultrasound.
2021;49(3):227-33.

Karaca Y, Karasu M, Tasolar H, Evren B. Four-
dimensional speckle tracking echocardiography and
fragmented QRS in detection of early left ventricular
systolic dysfunction in patients with subclinical
hyperthyroidism. J Clin Ultrasound. 2023;51(6):939-
48.

Yiimaz E, Aydin E, Camci S, Aydin E. Frequency of
fragmented QRS on ECG and relationship with left
ventricular dysfunction in patients with subclinical
hypothyroidism. Eur Rev Med Pharmacol Sci.
2022;26(10):3677-85.

Bayramoglu A, Tasolar H, Kaya Y, Bektas O, Kaya
A, Yaman M, et al. Fragmented QRS complexes are
associated with left ventricular dysfunction in
patients with type-2 diabetes mellitus: a two-
dimensional speckle tracking echocardiography
study. Acta Cardiol. 2018;73(5):449-56.




