International Journal of
Environmental Research

and Public Health

Article

Ventilatory Muscle Training for Early Cardiac Rehabilitation
Improved Functional Capacity and Modulated Vascular
Function of Individuals Undergoing Coronary Artery Bypass
Grafting: Pilot Randomized Clinical Trial

Bruna Eibel '*(, Juliana R. Marques

10, Thiago Dipp 2, Gustavo Waclawovsky '), Rafael A. Marschner 39,

Liliana C. Boll 1, Renato A. K. Kalil 14, Alexandre M. Lehnen 1, Allan R. K. Sales 5
and Maria Claudia Costa Irigoyen -6

check for
updates

Citation: Eibel, B.; Marques, J.R.;
Dipp, T.; Waclawovsky, G.;
Marschner, R.A.; Boll, L.C.; Kalil,
R.AK,; Lehnen, A.M.; Sales, A.RK.;
Irigoyen, M.C.C. Ventilatory Muscle
Training for Early Cardiac
Rehabilitation Improved Functional
Capacity and Modulated Vascular
Function of Individuals Undergoing
Coronary Artery Bypass Grafting:
Pilot Randomized Clinical Trial. Int. .
Environ. Res. Public Health 2022, 19,
9340. https://doi.org/10.3390/
ijerph19159340

Academic Editors: Duarte

Henriques-Neto and Miguel Peralta

Received: 22 June 2022
Accepted: 28 July 2022
Published: 30 July 2022

Publisher’s Note: MDPI stays neutral
with regard to jurisdictional claims in
published maps and institutional affil-

iations.

Copyright: © 2022 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

1 Instituto de Cardiologia/Fundacao, Universitdria de Cardiologia (IC/FUC), Porto Alegre 90040-371, RS, Brazil;
julianarm08@gmail.com (J.R.M.); gwsaude@yahoo.com.br (G.W.); lilianacboll@gmail.com (L.C.B.);
kalil.renato@gmail.com (R.A.K.K.); amlehnen@gmail.com (A.M.L.); hipirigoyen@gmail.com (M.C.C.L)

2 Programa de P6s-Graduagao em Saude Coletiva, Universidade do Vale do Rio dos Sinos (UNISINOS),
Sao Leopoldo 93022-750, RS, Brazil; thdipp@hotmail.com

3 Hospital de Clinicas de Porto Alegre (HCPA), Universidade Federal do Rio Grande do Sul (UFRGS),
Porto Alegre 90035-903, RS, Brazil; rafamarschner@gmail.com

4 Department of Surgery, Universidade Federal de Ciéncias da Satide de Porto Alegre (UFCSPA),

Porto Alegre 90050-170, RS, Brazil

5 Institute DOR for Research and Education (IDOR), Sao Paulo 04501-000, SP, Brazil; allan.sales@idor.org

6 TInstituto do Coragao (InCor), Universidade de Sao Paulo (USP), Sao Paulo 05403-000, SP, Brazil

*  Correspondence: brunaeibel@gmail.com; Tel.: +55-51-32303600

Abstract: Background: Cardiac rehabilitation with aerobic exercises is the first strategy for non-
pharmacological treatment in the postoperative period of individuals undergoing coronary artery
bypass grafting (CABG) to improve functional capacity and vascular health. However, other exercise
modalities remain uncertain regarding the same benefits. Objectives: Evaluation of the effect of
different modalities of exercise, such as early cardiac rehabilitation on subjects submitted to CABG
in the six-minute walk test (6-MWT) and on the percentage of flow-mediated dilatation (FMD) of
the brachial artery. Methods: A randomized clinical trial in which 15 patients (62.7 £ 6.7 years)
who underwent CABG were randomly assigned to the following groups: isometric (IG, Handgrip
Jamar®), ventilatory muscle training (VG, PowerBreathe®) and control (CG, conventional respiratory
and motor physiotherapy). All patients were attended to physically twice a day (20 min/session)
for a consecutive week after the CABG (hospital admission). Functional capacity was assessed by
6-MWT and endothelial function was assessed through the technique of FMD, before and after
(~7 days) admission to CABG. The doppler ultrasound videos were analyzed by Cardiovascular
Suite® software (Quipu, Pisa, Italy) to measure %FMD. Statistics: Generalized estimation equation,
followed by Bonferroni post hoc (p < 0.05). Results: Systolic, diastolic and mean arterial pressure
(SBP/DBP/MATP, respectively) were 133, 76 and 95 mmHg. The groups presented walking meters
(m) distance before and after intervention of: IGp,g,) 357.80 & 47.15 m vs. IGpost 306.20 4= 61.63 m,
p = 0.401 (+51 m); VGypagqa1 261.50 4= 19.91 m vs. VGpest 300.75 % 26.29 m, p = 0.052 (+39 m); CG
basal 487.83 & 83.23 m vs. CGpost 318.00 £ 31.08, p = 0.006 (—169 m). %FMD before and after in-
tervention was IGpgga) 10.4 £ 4.8% vs. IGpost 2.8 & 2.5%, p = 0.152; VGpyga1 9.8 & 5.1% vs. VGpost
11.0 £ 6.1%, p = 0.825; CGpagal 9-2 &= 15.8% vs. CGpost 2.7 & 2.6%, p = 0.710 and resting mean basal
blood flow was IGpas, 162.0 = 55.0 mL/min vs. IGpoest 129.9 & 63.7 mL/min, p = 0.662; VGpygal
83.74 £ 124 mL/min vs. VGpest 58.7 & 17.1 mL/min, p = 0.041; CGyasa1 375.6 £ 183.7 mL/min
Vs. CGpost 192.8 &+ 115.0 mL/min, p = 0.459. Conclusions: Ventilatory muscle training for early
cardiac rehabilitation improved acute functional capacity and modulated mean flow of individuals
undergoing CABG.
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1. Introduction

Major surgeries, such as coronary artery bypass grafting (CABG), directly affect in-
spiratory muscle strength and peripheral muscle strength [1]. Cardiopneumofunctional
rehabilitation is routinely prescribed, with the expectation of reducing postoperative com-
plications and hospital stay, as well as reducing mortality rates resulting from surgery [2].

In the routine of hospital physiotherapy, the main objective is to reduce respiratory
damage caused by the surgical procedure and mechanical ventilation, such as treating
consolidations, atelectasis and pleural effusion, using bronchial hygiene and re-expanding
techniques, in addition to tracheal aspiration, if necessary [3,4]. Another associated ap-
proach is to reestablish the patient’s confidence to sit, walk and return to routine at hospital
discharge, respecting pain, reductions in peripheral muscle strength and ventilatory limita-
tion caused by sternotomy [4].

The core of the present problematization, following the treatment recommendations
for CABG, is to consider the inflammatory profile, oxidative stress and endothelial dys-
function arising from coronary artery disease (CAD) in these patients, the ventilatory
dysfunction arising from CABG and the functional deconditioning arising from CAD and
CABG, characterizing the frailty syndrome [2]. We propose two nonstandard therapeutic
treatments in the hospital cardiac rehabilitation routine, isometric handgrip resistance
exercise and ventilatory muscle training.

In this scenario, the present study was conducted to evaluate the effects of a 7-day
postoperative cardiopneumofunctional rehabilitation program on functional capacity and
endothelial function after CABG.

2. Methods
2.1. Study Design and Sample

We conducted a pilot randomized clinical trial designed by Consort Statement [5],
approved by the Research Ethics Review Committee of Instituto de Cardiologia do Rio
Grande do Sul/Fundacdo Universitaria de Cardiologia (IC/FUC), Porto Alegre, Brazil
and registered in clinicaltrials.gov NCT03096158. All participants signed a free informed
consent form in compliance with resolution 466/12.

Fifteen patients who underwent CABG were randomly assigned to the following
groups: (i) isometric (IG, Handgrip Jamar®, n = 5), (ii) ventilatory muscle training (VG,
PowerBreathe®, n = 4); (iii) a control (CG, conventional respiratory and motor physio-
therapy, n = 6). Randomization was performed through randomization.com with a coded
distribution of a 1:1 ratio with 3 blocks of 10 allocations, accessed on 6 March 2017. The
patients were blinded to allocation groups during the baseline tests.

All patients were attended to physically twice a day (20 min/session) for a consecutive
week after the CABG (hospital admission), starting 24 h after extubation. The inclusion
criteria comprised left-ventricular ejection fraction (LVEF) > 40%; CABG by ischemic event;
not presenting other cardiopathies or angina pectoris; age between 50 to 75 years; and
signing the acceptance consent ethics form.

2.2. Assessments

All assessments were performed in the same shift and average time, in the mornings.

2.2.1. Six-Minute Walk Test

The 6-MWT used to assess functional capacity followed the guidelines proposed by
the American Thoracic Society [6].
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2.2.2. Brachial Artery Flow-Mediated Dilatation (FMD)

Participants reported to the temperature-controlled (20 °C to 22 °C) laboratory on two
occasions for FMD assessment. In preparation, participants abstained from strenuous exer-
cise for 24 h and alcohol for 8 h as well as from any food/caffeine/stimulants for 6 h before
reporting to the laboratory. Following 20 min of supine rest, brachial artery diameter and
mean blood velocity were recorded via high-resolution duplex-Doppler ultrasound (Esaote,
Genova, Italy) with a 7.5 to 12-MHz linear array probe. B-mode images were obtained and
optimized, and Doppler velocity was recorded simultaneously. Expert-consensus protocol
guidelines were followed for the performance of the FMD [7]. Briefly, after 1 min of baseline
diameter and mean blood velocity measurement, an occlusion cuff, connected to an inflator,
placed distal to the olecranon process, was inflated to a suprasystolic pressure (>200 mmHg)
for 5 min. Brachial artery diameter and mean velocity recordings were resumed 30 s before
cuff deflation, and reactive hyperemia was recorded for a further 3 min after cuff deflation.
All evaluations were performed by a single experienced evaluator.

All %FMD data were analyzed using a specialized custom-designed edge-detection
and wall-tracking software, Cardiovascular Suite®. This software tracks the vessel walls
and blood velocity trace in B-mode frames via pixel density and frequency distribution
algorithm. An optimal region of interest to be analyzed was selected by the sonographer,
chosen based on image quality, with a clear distinction between the artery walls and lumen.
The FMD was defined as the percentage change in artery diameter from baseline to the peak
captured during the 3 min following cuff release. The software automatically calculated the
relative diameter change and time to peak (following cuff release). Despite the initial region
of interest selection being operator determined, the remaining analysis was automated and
independent of operator bias [8].

2.3. Data Analysis

Mean blood flow was calculated from continuous diameter and mean blood veloc-
ity recordings at each of the experimental time points using the following expression:
3.14 x (diameter/2)? x mean blood velocity x 60. Brachial artery conductance and resis-
tance at rest were calculated for the equations (Mean blood flow /mean blood pressure) x 100
and mean blood pressure/blood flow, respectively. Brachial artery mean blood flow and
blood velocity responses to cuff release were calculated for microvascular dilator function.
These calculations encompassed the entire hyperemic response (i.e., to the point at which
hemodynamics returned to resting values). Areas under the curve (AUC) for mean blood
flow and blood velocity were also calculated for the entire period after cuff release using
the sum of trapezoid methods. For macrovascular dilator function, the percentage change
of brachial artery FMD was calculated using the following equation: %FMD = (peak di-
ameter — base diameter)/base diameter x 100. Shear rate was defined as 4 x mean blood
velocity /diameter. Shear rate AUC up to peak diameter was calculated as the stimulus
for FMD.

2.4. Oxidative Stress Analysis
2.4.1. Biochemical Analysis

A venous blood sample was collected before and after (~7 days) admission to CABG.
After centrifugation at 1.000 rpm for 10 min at 4 °C, the plasma was separated and stored
at —80 °C until assayed.

2.4.2. Carbonyl Measurements

The carbonyl measurements, duplicate aliquots of plasma (containing ~0.3 mgof pro-
tein) from each sample were incubated with 500 pL of 10 mM 2.4-dinitrophenylhydrazine or
1.0 mL of 2 M HCI (blank tube). After 30 min, 250 uL of 50% trichloroacetic acid was added
to the aliquots. The samples were subsequently centrifuged at 8000x g for 30 min to obtain
the protein pellets, which were immediately washed with ethanol-ethyl acetate at a 1:1
(v/v) ratio. The final protein pellets were resuspended in 500 uL of 8 M urea buffer and in-
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cubated at 50 °C for 90 min. The difference between the 2.4-dinitrophenylhydrazine-treated
and HCl-treated samples (blank) was used to calculate the carbonyl content determined
at 370 nm. Carbonyl content was calculated using the millimolar absorption coefficient
of hydrazine (e370 nm = 21,000,000 M1 cm’l), and the results were expressed in nmol
carbonyl/mg protein [9].

2.4.3. Sulthydryl Content

Sulfhydryl content measurement was performed according to the method of Aksenov
and Markesbery, where the reduction of 5,5'-dithio-bis (2-nitrobenzoic acid) (DTNB) by
thiols generates a yellow derivative (TNB) whose absorption is measured spectrophotomet-
rically at 412 nm. In brief, 30 uL of 0.1 mM DTNB was added to 120 uL of plasma. This
was followed by 30 min incubation at room temperature in a dark room. Results were
calculated as nmol of TNB/mg of protein [9].

Nonenzymatic Antioxidant Defenses

GSH levels were measured according to a standard method. Briefly, proteins were
precipitated by adding sodium metaphosphoric acid for a final ratio of 1:1. Samples were
centrifuged for 10 min at 7000 g. Fifteen microliters of tissue preparation were incubated
with an equal volume of ophthaldialdehyde (1 mg/mL methanol) at room temperature
for 15 min in the presence of 20 volumes (1:20, v/v) of 100 mM sodium phosphate buffer,
pH 8.0, containing 5 mM EDTA. Fluorescence was measured using excitation and emission
wavelengths of 350 nm and 420 nm, respectively. A calibration curve was generated using
standard GSH (0.001-0.1 mM), and GSH concentrations were calculated as nmol/mg
protein. GSSG levels were determined using the enzymatic recycling method described
previously (Teare, Punchard et al. 1993), with some modifications. Briefly, plasma was
homogenized in 4 (w/v) volumes of a sulfosalicylic acid solution (11%) and Triton X-100
(0.11%), (1:1 ratio). After incubating for 5 min at 4 °C with continuous shaking, the samples
were centrifuged at 10,000x g for 10 min (4 °C) and the supernatant was collected for
analyses of glutathione levels. For GS5SG measurement, 10 pL of the supernatant were
added to 110 pL of a GSH masking buffer (100 mM phosphate buffer, 1 mM EDTA, 1.1%
2-vinylpyridine), pH 7.4, and incubated for 1 h at room temperature. The samples prepared
for GSSG measurement were subject ted to enzymatic analysis in a recycling buffer system
containing 300 uM NADPH, 225 uM DTNB, 1.6 U/mL GR and 1.0 mM EDTA in 100 mM
phosphate buffer (pH 7.4). The linear increase in absorbance at 405 nm over time was
monitored using a microplate reader (SpectraMax M5, Molecular Devices, California, US).
A standard curve was generated using known amounts of GSH (100 uM) and GSSG (3.47,
6.95, 13.89 uM) [10].

2.5. Interventions
2.5.1. Isometric Handgrip Resistance Exercise

The enrolled patients performed an isometric handgrip for 20 min, once a day, 7 days
per week, for 1 week until hospital discharge. An analog handgrip device (Jamar®) was
held while sitting upright in a chair with feet flat on the floor and a single maximal
contraction of the hand flexor muscles with each hand was completed to determine max-
imum voluntary contraction (MVC). Over a 20 min period, patients performed 2 min
alternating bilateral contractions of the hand flexor muscles at 30% MVC with a 1 min
rest between contractions [11]. Subjects were provided feedback and encouragement to
sustain 30% MVC. In the afternoon, they performed 20 min of conventional respiratory and
motor physiotherapy.

2.5.2. Ventilatory Muscle Training

Inspiratory muscle function testing was performed using a pressure transducer (MVD-
300, Globalmed, Porto Alegre, Brazil), connected to a system with two unidirectional valves
(DHD Inspiratory Muscle Trainer, Chicago, IL, USA). Maximal static inspiratory pressure
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(MIP) was determined in deep inspiration from residual volume against an occluded airway
with a minor air leak (2 mm). The highest pressure of six measurements (with less than 5%
difference) was used to define MIP [12].

The enrolled patients performed ventilatory muscle training for 20 min, once a day,
7 days per week, for 1 week until hospital discharge, using the PowerBreathe®. During
training, subjects were instructed to maintain diaphragmatic breathing at a rate at of 15 to
20 breaths/min. The inspiratory load was set at 30% of maximal static inspiratory pressure
(MIP), and the training loads were adjusted to maintain 30% of MIP during the entire
protocol period [12]. In the afternoon, conventional respiratory and motor physiotherapy
were performed for 20 min.

2.5.3. Conventional Respiratory and Motor Physiotherapy

The enrolled patients performed conventional physiotherapy for 20 min, twice a
day (morning and afternoon), 7 days per week, for 1 week until hospital discharge. Our
proposed hospital protocol was as follows: respiratory exercises (vibrocompression, pas-
sive manual expiratory therapy, fractional inspiration in times, diaphragmatic breathing),
motor active exercises, stationary walking, walking, stairs training, respecting individual
progression in days.

2.5.4. Sample Size

Previous calculated sample was based on the primary outcome, functional capacity by
6-MWT. Considering a mean change of 20 m on this variable for an « error of 0.05 and power
of 80%, the calculated sample size was 30 subjects—10 patients per group [1]. The effect of
sample size calculated by partial eta squared was 0.059, representing medium effect.

2.5.5. Statistical Analysis

Preliminary analyses were conducted using the Statistical Package for Social Sciences
(SPSS, version 26, IBM, Chicago, IL, USA). Shapiro-Wilk tests were used to determine
the variable distribution. The baseline comparisons between groups were performed
by one-way ANOVA followed by Tukey post hoc (parametric variables) and by Pearson
chi-square test (categorical variables). Parametric data were described as means and
standard deviations, and nonparametric continuous data were described as medians and
interquartile ranges. Generalized estimation equation (GEE) was performed to compare
baseline and post between groups, followed by Bonferroni post hoc test, and the data were
described as means and standard error. The statistical significance level was set at p < 0.05.

3. Results

A total of fifteen patients completed the protocol and a total of fifteen dropped out;
the flowchart of recruitment is available in Figure 1. Table 1 shows the main characteristic
of patients and medication in use. Regarding blood pressure, systolic (SBP) and diastolic
(DBP) arterial pressure were 133 £ 4.9 and 76 & 3 mmHg, respectively. Regarding maximal
inspiratory and expiratory pressures (MIP and MEP), as postoperative success data, we
found 73.13 = 10 and 92.5 £ 9.6 cmH,;0O at baseline analysis.
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| Recruited = 43 |* Excluded: LvErF < 40% (5)
l CABG by non ischemic event (2)

Another cardiopathies (3)
Elegible = 30

Angina pectoris (3)
| Informed Consent |

{ 4
CONVENTIONAL ISOMETRIC VENTILATORY
(n=6) (n=>5) (n=4)
¥ ¥ ¥

IBaseline evaluations: 6-MWT, FMD, MIP, 05]

Intervention: 7 days until hospital discharge - twice a day (20 minutes/session) ]
I Post intervention evaluations: 6-MWT, FMD, MIP, OS |

Excluded/losses in follow up (n=6)
Decline to participate (n=9)
Analyzed (n=15)

Figure 1. Flowchart of recruitment. Left-ventricular ejection fraction (LVEF); coronary artery by-
pass grafting (CABG); six-minute walk test (-MWT); flow-mediated dilatation (FMD); maximal
inspiratory pressure (MIP); oxidative stress (OS).

Table 1. Demographic characteristics of the participants.

Characteristics Con(‘:le:t;)o nal Is((:l rr;eél)'lc Ve?ntlia;;)ry r
Age (years) § 588 +7.7 66.4 +4.3 63.7 +£ 5.7 0.172
Male * 6 (100%) 4 (80%) 2 (50%) 0.153
SPB (mmHg) § 132+ 18 136 + 23 129 + 20 0.213
DBP (mmHg) § 78 +£ 12 74 + 14 76 + 14 0.371
MIP 87 + 55 73+24 51+8 0.047
Comorbidities
T2DM * 0 (0%) 1 (20%) 2 (50%) 0.153
Obesity 1(16.7%) 1 (20%) 1 (25%) 0.949
Smoking * 0 (0%) 1 (20%) 0 (0%) 0.343
Sedentary lifestyle t 6 (100%) 5 (100%) 4 (100%) -a
Cardiovascular disease
M * 6 (100%) 5 (100%) 4 (100%) -a
HT?! 2 (33.3%) 3 (60%) 3 (75%) 0.405
Hemorrhagic stroke * 0 (0%) 0 (0%) 1 (25%) 0.229
Drugs
B-blockers 5 (83.3%) 4 (80%) 2 (50%) 0.464
Statins * 6 (100%) 5 (100%) 4 (100%) -a
ACE inhibitors t 2 (33.3%) 3 (60%) 3 (75%) 0.405
Antiplatelet agents * 6 (100%) 5 (100%) 4 (100%) -a
Antianginal agentes 6 (100%) 5 (100%) 4 (100%) -a
Diuretics 4 (66.7%) 4 (80%) 3 (75%) 0.880
Antidiabetics 0 (0%) 1 (20%) 2 (50%) 0.153
ARBs * 2 (33.3%) 3 (60%) 3 (75%) 0.405
Anticoagulants t 6 (100%) 5 (100%) 4 (100%) -a

§ variable described as mean =+ standard deviation (SD); t variable described as frequency; SBP: systolic blood
pressure; DBP: diastolic blood pressure; MIP: maximal inspiratory pressure; T2DM: Type 2 diabetes mellitus; MI:
acute myocardial infarction; HT: systemic hypertension; ACE: angiotensin-converting enzyme; ARBs: angiotensin
II receptor blockers. # No statistics because the variable is a constant.
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3.1. Functional Capacity

The groups presented meters walked distance (m) in the 6MWT before and after
intervention of IGpasa 357.80 £ 47.15 m vs. [Gpost 306.20 + 61.63 m p = 0.401; VGyaeal
261.50 & 19.91 m vs. VGpost 300.75 £ 26.29 m p = 0.052; CGpysa1 487.83 1= 83.23 m vs. CGpost
318.00 £ 31.08 m p = 0.006 (Figure 2).

800- _
3 Conventional
,E,Em_ B [sometric
E I El \/entilatory
% 400 - *
=
=
£ 200+
©
0 | 1
Lo fe .&o
e e e

&  F F

Figure 2. Functional capacity. Six-minute walk test (6-MWT); m: meters; * p < 0.05, significantly
different from baseline.

3.2. Endothelial Function

Values of baseline and FMD diameters did not change significantly; FMD (%) did not
show a significant increase in all groups. %FMD before and after intervention was IGpasa1
10.4 £ 4.8% vs. IGpost 2.8 = 2.5% p = 0.152; VGpya 9.8 £ 5.1% vs. VGpost 11.0 & 6.1%
p = 0.825; CGpagal 9.2 £ 15.8% vs. CGpost 2.7 = 2.6% p = 0.710 and mean blood flow
was [Gpgsar 162.0 &= 55.0 mL/min vs. IGpest 129.9 &+ 63.7 mL/min p = 0.662; VGpasal
83.74 124 mL/min vs. VGpest 58.7 = 17.1 mL/min p = 0.04; CGy,ag,1 375.6 4= 183.7 mL/min
vs. CGpost 192.8 & 115.0 mL/min p = 0.459. Shear stress of FMD had not shown any
significant change. These results are available in Table 2.

Table 2. Flow-mediated dilatation of brachial artery (baseline) preintervention and (post) postinter-
vention in patients undergoing coronary artery bypass grafting.

Conventional (1 = 6) Isometric (n = 5) Ventilatory (n = 4)

Baseline Post P Baseline Post P Baseline Post P
FMD (%) 924158 27426 0.710 104 + 438 29425 0.152 98 +5.1 11.0 + 6.1 0.825
Bgf:llr‘l‘e‘felzr(?;‘;)al 539+ 1.19 4864040  0.696 448+ 0.08 4514020 0842 4204035 4164032 0.800
;ﬂ‘e‘t’:ﬁ?ﬂrﬂ) 4.95+0.29 494 £0.32 0994 496030 4.66 +0.30 0.235 457 +£0.31 458+£034  0.866
R“ﬁ“g(ﬁi"/‘r‘nl;;‘;"d flow 575641837  1928+1150 0459  162.0 = 55.0 129.9 + 63.7 0662  8374+124 58.7 +17.1 0.041
Resting shear rate (s ') 87.3 +30.7 84.6 +36.1 0932  166.6 589 118.9 & 62.0 0.564 985+ 16.2 606+17.1  0.072
Mean '(’Iif’L"fnﬂﬁ‘)” AUC 5548341157 37178+ 15846 0658 25327+£1559 34808 +£43.42° 0103 41376+22645 1853142442 0341
Shear rate AUC (s~1) 292.2 912 2090430 0232 24154154 375.5 + 58.3 0.003 2179 +559 2529 +£796 0495

FMD: flow-mediated dilatation; mean blood flow AUC: mean blood flow of area under curve (blood flow AUC).
Data represent the mean 4= SEM and the analyses were by GEE followed by Bonferroni post hoc test. 2 p = 0.003,
significantly different compared to ventilatory group.
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3.3. Oxidative Stress

All the groups presented a decrease in sulfhydryl levels when compared with their
respective baseline (Table 3 and Figure 3). It is also possible to observe that the conventional
group had the highest values of carbonyl when compared with the others. Moreover, the
other oxidative stress variables analyzed did not demonstrate any difference between the
groups or between the baseline moment and after the intervention in each group (Table 3).

Table 3. Oxidative stress analysis.

Conventional (1 = 6) Isometric (n = 5) Ventilatory (n = 4)
Baseline Post P Baseline Post P Baseline Post 4
Carbonyl (nmol 104 & 2.05 8.7 £ 0.907 0449 08164+0.087°  1.05+£0311° 0361  123+0248°  0.864+0227° 0372
carbonyl/mg protein)
GSH (nmol/mg protein)  18.9 = 0.087 19340183 0119  19.0 +£0.036 19.1 4 0.040 0198 18340533 19.0 4 0.047 0.130
GSSG (nmol/mg protein) ~ 0.184+0.003  0.196£0.007  0.20  0.185 & 0.001 0.188+£0.002  0.176  0.158 & 0.021 0.187 £0.002  0.132
GSH/GSSG 103.4 + 1.39 98.7 +2.32 0095 10254058 1014 + 0.61 0197 1259 + 18.74 101.9 + 0.74 0.189
Sulfhydryl (nmol of 53.0 £ 4.07 39.9 + 348 0.009 462 £5.11 30.8 £ 2.56 0021 417 +1482 32.3 £328 <0.001
TNB/mg of protein)

GSH: reduced glutathione; GSSG: oxidized glutathione. Data represent the mean + SEM and the analyses were
by GEE followed by Bonferroni post hoc test. 2 p = 0.029; ® p < 0.001 compared with conventional group.

70
60=
50+

B3 Conventional

T B3 |sometric
B \entilatory

*

40- il * *
30

Sulfhydryl
{(nmol of TNB/mg of protein)

20+
10+

=

| 1
L L "
% o o
& Q o < o Q
Lt L L
L) D A

Figure 3. Oxidative stress-sulfhydryl. Sulfhydryl: nmol of total bound nitrogen (TBN)/mg of protein;
* p < 0.05, significantly different from baseline.

4. Discussion

This pilot randomized clinical trial shows that in stable patients with CAD submitted
to CABG, a 7-day program with isometric handgrip resistance exercise and ventilatory
muscle training as an addition to conventional rehabilitation attenuated the general inca-
pacity expected in the postoperative period, with improved recovery of functional capacity
since these techniques are simple, low-cost and can be implemented in the hospital routine.
Considering that the baseline characteristics of the groups were similar and all subjects un-
derwent CABG, it seems to us that an approach in which these individuals were encouraged
to exercise may have had a marked impact on post discharge functional capacity [13].

Minet et al. (2012) showed that 6-MWT seems to be a predictor of endothelial dys-
regulation [14]. In this way, the VG was the only one that had an increase in the number
of meters walked after the intervention, with concomitant reductions in oxidative stress
markers, but it appears that reductions in oxidative stress markers do not improve FMD,
nor other vascular measures [15,16].
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Thereby, performing ventilatory muscle training after CABG showed improvement
of functional capacity and oxidative stress (sulfhydryl) at the end of 7 days, but not
global endothelial function; this can be explained by the systemic inflammatory profile of
these patients and increase in peripheral vascular resistance with reduction in peripheral
blood flow, requiring further follow-up to verify modulation [15,17-19]. In addition, we
consider that medication or even antioxidants (including diet at hospital) could have
affected oxidative markers in the study, considering that all conditions had reductions [18].

Further, considering that the IG utilized the muscle mass and arterial bed that was
tested during FMD, increases in mean blood flow in this group make sense, being tested by
FMD 24 h after the last session, equally to the other groups [8].

It is very important to highlight the response of the intervention groups (IG and
VG) on functional capacity and maintenance in meters walked compared to the conven-
tional group, demonstrating improvement in peripheral muscle and cardiopulmonary
capacity [14]. Demonstrating safety regarding the alternative proposed methods, com-
pared to the conventional group [1], these (isometric and ventilatory) may be used in
routine hospital practice.

We acknowledge that the current study presented limitations due to sample size;
however, we demonstrated that our effect size is representative for our outcome-functional
capacity, vascular damage and oxidative stress profile, considering that this is a sample
that is difficult to access in order to perform exercise due to surgical complexity.

Another issue is the use of different medications due to the complex ischemic heart
disease in question, which may impact vascular modulation and oxidative stress, even the
routine of patients in the postoperative period following a rigid scale of drug administration,
at controlled times and doses.

5. Conclusions

Finally, we speculate that ventilatory muscle training for early cardiac rehabilitation
can be used to improve functional capacity and modulate vascular function of patients
undergoing CABG.
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