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INTRODUCTION

	 Globally, the diabetes epidemic has increased in the 
general population over the last few decades, which 
is quite alarming.1 Type-II diabetes mellitus (T2DM) 
is highly prevalent (>90%), affecting 537 million adults 
worldwide and is predicted to affect 783 million adults by 
2045.1 According to the International Diabetes Federation 
(IDF) regional distribution, Pakistan is included in Middle 
East and North Africa region with the highest prevalence 
of Diabetes among adults and ranks the topmost which is 
predicted to be 135 million by 2045.1 Eventually, diabetes-
specific sequelae increased the need for healthcare 
services and financial costs.2 Majority of the diabetes 
burden is associated with macrovascular complications, 
such as coronary heart diseases (CHDs), stroke, and 
peripheral vascular disease.2 Insulin resistance increases 
as a result of altered body composition, gradual decline 
in physical activity, which adversely affects their QOL.3 
Remarkably, adults (aged 45/>) with T2DM are at an 
increased risk of physical disability by 50–80%.4 Despite 
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ABSTRACT
Objective: To evaluate the effects of CT to improve HbA1C and ABI among the T2DM-associated PAD population.
Methods: A randomized, single-blinded, two-arm trial was conducted at the Department of Rehabilitation Sciences of 
Dr. Ziauddin Hospital in Karachi between July to September 2023. A total of 80 T2DM-associated PAD patients were 
included and randomly divided into Experimental Group (n=40) and Control Group (n=40), using the sealed envelope 
method. Experimental group patients received Concurrent Training (CT), whereas Control Group patients underwent 
Aerobic Training (AT) for 12 weeks. Both groups received thirty-minute sessions three times a week that was progressed 
to 60 minutes over 12 weeks. HbA1C and ABI were measured at baseline and after 12 weeks.  
Results: Analysis revealed an average age of 46.75±3.59 and the duration of T2DM for developing PAD is 14.82±2.23 
on average. Findings revealed that both training groups were significantly effective (p<0.000) at 95% CI in improving 
glycemic and vascular parameters after 12 weeks. Subsequently, findings showed that the CT group showed more 
significant improvement than AT group in improving HbA1C for glycemic control (p=0.002, CT: pre: 9.53±1.406, post: 
7.81±0.81, AT: pre: 8.74±0.908, post: 8.15±0.83) and ABI for systemic blood flow (p=0.0001, CT: pre: 0.84±0.03, post: 
0.94±0.03, AT: pre: 0.82±0.02, post: 0.86±0.02).
Conclusion: CT showed a two-fold improvement in glycemic control and arterial blood flow than AT group, 
which represents that CT is an effective therapeutic approach for T2DM-associated Fontain’s stage IIa PAD 
rehabilitation.
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higher prevalence in low-middle-income countries 
(LMICs), population-based studies and data systems for 
diagnosing and assessing Diabetes-related complications 
in LMICs are scarce, resulting in additional challenges.2

	 International guidelines for managing T2DM 
recommend exercise as a foundation but still it is 
neglected.5 Moreover, delayed diagnosis adversely affects 
the blood vasculature and leads to arteriosclerosis and 
atherosclerosis. Therefore, it’s crucial to prevent acute and 
long-term vascular complications through early detection 
and optimization of glycemic control in clinical settings. 
WHO reported an increase of 3% Diabetes-related death 
rates from 2000 to 2019, whereas in LMICs by 13%.6

	 Diabetes-related vascular complications, i.e. 
Peripheral arterial disease (PAD) commonly affects 
the lower extremity (Aortoiliac to pedal arteries) than 
the upper extremity vasculature.7 PAD’s pathogenesis 
is a vicious cycle that has an atherosclerotic (clot/ 
thrombus) obstruction-induced blood flow restriction 
which results in ischemia and endothelial dysfunction 
that causes skeletal muscle fiber denervation, atrophy, 
and altered myosin expression, ultimately alters aerobic 
muscle metabolism. Consequently, poor aerobic capacity 
decreases muscle strength, & endurance that impairs 
walking and QOL which can advance the disease 
severity by further deconditioning and worsening of risk 
factors.8 American Heart Association’s (AHA) Scientific 
Statement highlighted the PAD as an underdiagnosed 
and undertreated condition and frequency of 5% in the 
age of 40-44. Globally, epidemiological studies  have 
reported that 20% to 26% of Type-II DM has PAD, 
which leads to poor health consequences.8 In Pakistan, 
the prevalence of PAD was 31.5%.9 Despite this, only 
6% of primary-care physicians were aware of PAD’s 
prevalence, severity, and management guidelines, as 
opposed to the average screening rate of < two-thirds for 
the disease state.10 The duration of Diabetes is strongly 
associated with the development of PAD, and the 
frequency of PAD is 40% after 10 years of T2DM which 
is assessed by intermittent claudication.11 Furthermore, 
Ankle Brachial Index is used to asses vascular status 
of PAD patients, in which ratio of systolic pressures of 
brachial and dorsalis pedis artery is measured. ABI of 
0.81-0.90 has a two-fold higher mortality rate than usual. 
The combination of pharmacotherapy and exercise is 
considered the standardized care for T2DM patients 
with PAD.9

	 In addition, American College of Sports Medicine 
(ACSM) and AHA strongly recommended supervised 
exercise as the first-line management of PAD patients. 
Revascularization is only recommended in situations 
resistant to medical therapy and exercise.9 Exercise 
training can delay the emergence of T2DM & prevents 
complications, thereby maximize the therapeutic efficacy 
among Diabetes related PAD management.11 Traditionally, 
aerobic exercise in diabetic patients positively impacts 
metabolic factors, i.e., lipid profile, subcutaneous fat, and 
blood glucose.12 Moreover, modified aerobic exercise of 
sufficient duration and intensity can lower Glycosylated 

hemoglobin glycosylated (HbA1c), enhance muscle 
metabolism, and minimize oxidative stress.12 
	 Furthermore, Resistance training significantly 
improved the ABI, ambulatory arterial stiffness index 
(AASI), and the endothelin-1, systolic, and diastolic 
blood pressure after 12 weeks.13 Due to the compensatory 
mechanisms of both types of exercise, combined 
exercises can have twice the effects on patients with 
Diabetes and PAD at different intensities.14 Moreover, 
aerobic and resistance training within the same training 
session in term of concurrent training (CT) for 8 weeks 
was observed to be more effective in improving 
glycemic index, muscle volume and Myogenic factor.15 

Limited evidence about appropriate exercises for 
individual patient’s characteristics and the beneficial 
effects of CT on glycemic and vascular parameters 
compared to isolated aerobic exercise among diabetes 
patients with PAD with Asian demographics highlights 
the need to evaluate it. Therefore, this study aimed to 
effectively determine appropriate exercise training 
by integrating individualized exercise protocol into 
the clinical settings; thereby reducing risk factors for 
T2DM-associated PAD patients.

METHODS

	 A two-arm, single-blinded, randomized controlled 
trial was conducted at Department of Rehabilitation 
sciences of a well-equipped tertiary care facility, Dr. 
Ziauddin Hospital and data was collected from July to 
September 2023.
Ethical Approval and Trial Registration: This trial has 
followed the standards of the Declaration of Helsinki 
for human research subjects, approved by the Ethical 
Review Committee of Ziauddin University (Protocol 
Ref#7170523HSPAT) and registered in the Clinical Trials 
Registry (NCT06028399).
Inclusion & Exclusion Criteria: Before induction, all pa-
tients received verbal and written information about 
the study. Afterwards, their voluntary consent was ob-
tained. Participants were included who were diagnosed 
with T2DM >10 years duration, aged 40-50 years, Base-
line HbA1C (>6.6%), Intermittent claudication (Fontaine 
Stage-II(a)), PAD (ABI: < 0.9 at rest), had BP < 160/105 
mmHg, and Sedentary lifestyle by IPAQ-SF (category-1). 
Patients were excluded if they were smokers, insulin-de-
pendent, complicated CVDs (e.g. unstable cardiopulmo-
nary symptoms, ischemic heart failure, or chronic kidney 
disease) and cancer, any major surgery or revasculariza-
tion procedure within the previous one year, history of 
severe arthritis, diabetic foot (ulceration or gangrene), 
stroke patients,  WHO-Asian classifies BMI = >30 (obesity 
class II) , unable to follow the intervention protocol or visit 
three times/week for exercise, and revocation to consent. 
	 The confidentiality of each patient was respected 
with rights to withdraw from participating in the trial. 
Eighty T2DM-associated PAD patients were assigned 
to intervention groups randomly using a Sequentially 
Numbered, Opaque Sealed Envelope (SNOSE) 
technique. Subsequently, patients were randomly 
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allocated into Experimental Group (EG n=40) and 
Control Group (CG n=40). Once patients get allocated, 
proper education and understanding about their 
respective group exercises, rest intervals, treadmill 
walk, Thera band usage with an acquaintance of band 
color and criteria of progression was given.
	 Outcome measures, HbA1C and ABI were measured 
at baseline and after 12 weeks. Both groups had 36 ses-
sions of their respective regimen under the supervision 
of experienced therapists, each lasting 30-60 minutes 
with the frequency of three  times per week for 12 weeks. 
The HbA1c is a gold standard for assessing glycemic 
control for 2-3 months with an excellent reliability and 
validity (Sn= 0.8, Sp=0.9, AUROC = 0.9).15 ABI is a non-
invasive clinical measure for determining the presence 
and severity of PAD and Doppler ABI has Sn=80.3% and 
Sp=78.1%.16 An ABI of 0.9 is considered as PAD evalu-
ated by a portable Doppler Ultrasound with a 5MHz 
probe. The higher systolic pressures of the right and left 
brachial, divided by higher pressures of dorsalis pedis 
arteries to obtain ABI value. For training, both groups 
performed warm-up exercises for 10 - 12 minutes first, 
followed by intervention protocol and then cool-down 
exercises for 10 - 12 minutes.
	 During the intervention period, patients were assessed 
for Heart rate, blood pressure, and random blood sugar 
before and after each session for 12 weeks’ duration, and 
perceived exertion status by using Borg’s rate of perceived 
exertion scale (6-20) for analyzing the exercise intensity. 

The targeted intensity for enrolled participants was 13-15. 
EG group performed CT (aerobic with resistance training 
using an elastic resistance band within the same session) 
under the supervision of the physical therapist following 
appropriate rest intervals and weekly progression as 
illustrated in Table-I. The exercise intervention and 
weekly progression of CG is presented in Table-II.
	 After the completion of 12 weeks of intervention, 
all patients were assessed for HbA1C and ABI and 
documented for further data analysis. Exercise 
termination criteria includes the onset of Chest pain, 
Shortness of breath (Borg’s scale >15), Hemodynamic 
imbalance during exercise is caused by limited perfusion 
(Pale appearance, cool skin, Diaphoresis (sweating), 
Physical exertion, altered pulse) and Low blood pressure 
(very late sign), on the patient’s request to stop exercise, 
Ischemic limb pain that is not alleviated after 10 minutes.13

Statistical Analysis: Data entered and analyzed on 
SPSS Statistical Software, version 22. The participants’ 
demographic data was determined through descriptive 
statistics in frequency, mean and standard deviations. For 
inferential statistics, if the data is normally distributed 
therefore Paired T-test was applied for within the group 
analysis for both CT and AT groups on quantitative 
measures, i.e., HBA1C and ABI. At the same time, 
Independent T-test was employed between both groups 
to determine post-mean values on similar outcome 
measures. Moreover, p<0.05 was considered significant.

Concurrent Exercise for T2DM-associated PAD Patients

Table-I: FITT Protocol for Concurrent Training (CT) – Experimental Group

CT (Aerobic Training Weekly Progression)

Weeks F I T T P- PATTERN

1-2

3 days 
per 

week

40% THR 15 mins.

Aerobic 
(treadmill 
walking)

Seated rest intervals of 
2-3 minutes as symptoms 

occur and resume as 
symptoms alleviated.

3-4 40% THR 20 mins.
5-6 50% THR 25 mins.
7-8 50% THR 30 mins.
9-10 60% THR 35 mins.
11-12 60% THR 40 mins.

CT (Resistance Training Weekly Progression)

Weeks F I T T V P

1-2

3 days 
per 

week

60%
1-RM

Time to complete 
the set per major 

muscle.

Elastic resistance band 
exercises

As shown in figures.
2 Sets of 10 reps.
3 sets of 8 reps.

1 set 
of 12 
reps.

Rest interval of 2 
minutes between 
each set of reps.

3-4
5-6 70%

1-RM7-8
9-10 80%

1-RM11-12

F-frequency, I-intensity, T-type, T-time, THR = HRmax x % intensity, and HRmax = 220 – age, 
1RM will be calculated for intensity progression as per the patient’s capability.
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RESULTS

	 Analysis revealed an average age of 46.75±3.59 for 
CT and 47.05±2.05 for the AT group and the duration of 
T2DM for developing PAD is 14.82±2.23 for CT, whereas 
12.73±1.92 for AT. Statistically, a paired sample t-test 
was employed, assuming the normally distributed data. 
Both groups significantly improved the HbA1C after 12 
weeks intervention (p<0.05). To ensure comprehensive 
hypothesis testing of normally distributed data, findings 
revealed that CT substantially improved HbA1C (p=0.002) 
and ABI (p=0.0001) more than at 95% Confidence interval 
for observed values. Statistically, the findings of HbA1c 
revealed that the AT group improved with a mean 
difference (MD) of 0.66, whereas the CT group showed 
1.72. For evaluating systematic blood flow, ABI’s findings 
suggested that the AT group improved with a MD of 
0.038 whereas the CT group showed a more significant 
MD of 0.099. These findings represent the considerable 
effects of CT over AT. An insight into the comparative 
effects of CT and AT in improving HbA1C and ABI is 
further explained in Table-III and Fig.1.

DISCUSSION

	 The current study’s results demonstrated that, when 
compared to the T2DM-PAD patients in the conventional 
group (n=40) who received treatment for the same amount 
of time with aerobic exercise, the experimental group 
(n=40) T2DM-PAD patients, who were treated three times 
a week for 12 weeks with a CT Regimen, improved their 

HbA1C and ABI more effectively. Numerous national 
and international guidelines emphasize the evidence for 
walking interventions. However, other exercise modes, 
i.e. cycling, may be beneficial in reducing symptoms 
among individuals with T2DM-PAD.17 Higher plasma 
nitrite concentrations and disease improvement are 
potentially attributed to increased muscular perfusion 
more efficiently after performing Supervised exercise 
training (SET).18 Supervised Exercise on treadmill is 
highly researched mode to manage PAD patients.
	 In particular, both study groups revealed statistically 
noteworthy improvement in glycemic and vascular 
parameters. However, CT was superior to AT, 
demonstrating an apparent and clinically significant 
improvement in recovery of T2DM-PAD patients. 
Similarly, 12-week concurrent (CROS) or aerobic (AER) 
exercise among middle-aged T2DM patients showed 
that CROS group responded to HbA1c better than the 
AER group (CROS= 5.2±1.3, AER= 7.8±1.6%; p≤0.049).19 
Similarly, our study’s key findings proved that 12-week 
CT for T2DM-PAD patients improves HbA1C more than 
AT, concerning Fontain’s stage 2 of PAD among T2DM 
patients for more than ten years.  The Target heart rate 
and 1RM were used for the various intensities of the 
recommended training programs for each group. The CT 
method included resistance using resistance band and 
aerobic activities through treadmill. 
	 Additionally, 52 overweight females with T2DM 
who performed either sprint interval training (SIT) 
or concurrent training (CCT) for ten weeks showed 
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Table-II: FITT Protocol of Aerobic Training (AT) – Control Group

AT (Weekly Progression)

Weeks F I T T P- PATTERN

1-2

3 days 
per 

week

40% THR 30 mins.

Aerobic (treadmill 
walking)

Rest interval of 2-3 min. as 
symptoms occurs & resume after 

complete alleviation of symptoms.

3-4 40% THR 35 mins.
5-6 50% THR 40 mins.
7-8 50% THR 45 mins.
9-10 60% THR 50 mins.
11-12 60% THR 60 mins.

F-frequency, I-intensity, T-type, T-time, THR = HRmax x % intensity, and HRmax = 220 – age.

Table-III: Comparison of Mean, Standard Deviation and P-Value of both group for HbA1C and ABI.

Comparison of both group for HbA1C and ABI

variables Pre Mean±S.D
CT Group  (n=40)

Pre Mean±S.D
AT Group  (n=40) p-value Post Mean±S.D

CT Group  (n=40)
Post Mean±S.D

CT Group  (n=40) p-value

HbA1C 9.53±1.406 8.74±0.908 0.00001 7.81±0.81 8.15±0.83 0.002

ABI 0.84±0.03 0.82±0.02 0.00001 0.94±0.029 0.86±0.021 0.0001

MD-Mean Difference, CT- Concurrent Training, AT- Aerobic Training, CI-Confidence Interval.
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a considerable improvement in both groups’ HbA1C 
(SIT=9.64 ± 1.07, CCT= 9.49 ± 0.85) (P 0.001). However, 
SIT had a more significant stimulatory effect. This trial 
has multiple drawbacks, including non-assessed SIT 
methods for safety in T2DM females, smaller size, and 
a considerable dropout rate.20 In contrast; our study’s 
key findings proved that 12-week CT for individuals 
with T2DM- PAD improves HbA1C more than AT. This 
heterogeneous finding in our study is due to the T2DM 
patients who presented with macrovascular complication 
i.e. PAD and functional impairments. Therefore, SIT could 
lead to adverse consequences. For special population 
considerations, ACSM’s guidelines were prioritized in 
the current study, which recommends moderate-intensity 
exercise that gradually progresses to vigorous intensity. 
	 Although there are many studies supporting the 
potential advantages of CT in maintaining glucose 
homeostasis for T2DM patients, which is still unknown 
how this exercise modality may help prevent T2DM-
related comorbidities. Following 16 weeks of counseling  
and CT (MICT - 40 minutes and RT at Borg 12-16) in 
women Fasting Plasma Glucose decreased by  4.07mg/
dL.21 Many biological mechanisms play a vital role to 
show the preventive effect of CT to combat the risk of 
cardio-metabolic illness. Muscle contractions can cause 
a quadrupled increase in the screening and transfer 
the location of Glucose transporter protein-4 (GLUT-4) 
through an increase in cytoplasmic calcium concentration 
or membrane depolarization to plasma membrane. 
	 In the latest research, two CT protocols were used for 
20 weeks: HIIT 60 seconds of maximal-intensity cycling 
exercise followed by 1-2 minutes of recovery in passive 

manner, intensity estimated using the Borg scale for RT 
exercises (work-rest ratio=1:1) found that total cholesterol 
reduced by 15mg/dL and triglyceride improved by 
10mg/dL. This suggests that CT can potentially improve 
risk factors in women with Metabolic syndrome.22 
Skeletal muscle system is the most extensive organ 
system which accounts for around 40% of an adult’s body 
weight. It is crucial for metabolism, soft tissue support, 
temperature and glucose balance, mobility, posture, and 
temperature regulation. Over 80% of the postprandial 
glucose absorption from an oral glucose load occurs in 
skeletal muscle, therefore being essential for glucose 
clearance.23

	 Long-term vascular problems in T2DM patients can 
be decreased through CT at different intensities and 
by improving peripheral artery stiffness indexes and 
dispensability coefficients. To ascertain the effects of a 12 
week CT Regimen (twice weekly) among 41 metabolic 
syndrome patients involved 50 minutes of strength 
training (40-70% 1RM) and 40 minutes of walking 
activities (70-85% HRmax), which increased muscular 
strength in the CT (p = 0.001) along with decreasing 
biguanide consumption (p = 0.002).24 Our study’s key 
findings proved that 12-week Regimen for individuals 
with T2DM-PAD, which gradually progress the duration, 
volume and intensity in both groups, improved ABI in 
the CT group more significantly than AT. Combined 
training with high intensity is evident to be superior 
to aerobic training for enhancing lower limb muscle 
strength and peak oxygen uptake up to 38% and 18%, 
respectively, without any negative effects from the two 
distinct exercise modalities during the same session. 

Concurrent Exercise for T2DM-associated PAD Patients

Fig.1: Baseline and 12 weeks Comparison on HbA1C and ABI.
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	 Duration and manner of exercises employed in 
resistance training are crucial factors to produce beneficial 
results.25 These findings were heterogeneous to our 
study’s findings because it considered a smaller sample 
size and unidentified age range at the time of inclusion, 
and the findings have revealed age on average is >60 
years. Furthermore, as they did not use the 1RM test to 
measure training load, which may have overestimated 
exercise intensity, the resistance training dose-response 
was minimal. As a result of synergistic effects of aerobic 
with resistance training, we hypothesized that CT would 
offer several additional benefits. Our hypothesis was 
confirmed by the finding of ABI, which significantly 
improved by the CT group more than AT. Our results 
show that a CT intervention reverses the chronic adverse 
consequences regarding systemic blood flow restriction 
in adults with hyperglycemia and lower extremity 
vascular atherosclerotic occlusion.

Limitations: The first constraint was participant’s 
refusal to participate due to lack of time. Furthermore, 
substantial variability in the subjects’ physical activity 
level and comorbidities at baseline may have influenced 
their recovery patterns. In addition, findings cannot 
apply to patients with T1DM or gestational diabetes or 
who have more asymptomatic or severe baseline vascular 
dysfunction which needs to be further evaluated. 
	 Furthermore, although both interventions matched 
dosage, Concurrent exercise is only compared with 
aerobic exercise. Future research might attempt to 
evaluate the effectiveness of different modes of exercise 
with varying intensities and volumes to reduce any 
potential confounders. To address the limitations of 
this study, further large-scale investigations, including 
insulin-dependent DM, smokers, different PAD Fontain’s 
stages and follow-ups are warranted for generalization of 
results in different diabetes types and clinical settings.

CONCLUSION

	 Concurrent training (CT) as an accessible, risk-free, 
and potentially successful therapeutic strategy for 
individuals with type-II DM-associated PAD highlighted 
more significant improvements in glycemic control, 
and vascular resistance. As a result, CT with an elastic 
resistance Thera band is a more economical, clinically 
effective, and statistically significant intervention.

Grant Support & Financial Disclosures: None.

REFERENCES
1.	 Home, Resources, diabetes L with, Acknowledgement, FAQs, Contact, et al. IDF 

Diabetes Atlas 2021 | IDF Diabetes Atlas [Internet]. IDF Diabetes Atlas. 2021. 
Available from: https://diabetesatlas.org/atlas/tenth-edition/

2.	 Harding JL, Pavkov ME, Magliano DJ, Shaw JE, Gregg EW. Global trends in 
diabetes complications: a review of current evidence. Diabetologia. 2019;62:3-16. 
doi: 10.1007/s00125-018-4711-2

3.	 Haghighatpanah M, Nejad AS, Haghighatpanah M, Thunga G, Mallayasamy 
S. Factors that correlate with poor glycemic control in Type-2  diabetes mellitus 
patients with complications. Osong PHRP. 2018;9(4):167. doi: 10.24171%2Fj.
phrp.2018.9.4.05

4.	 Makizako H, Shimada H, Doi T, Tsutsumimoto K, Hotta R, Nakakubo S, et al. 
Social frailty leads to the development of physical frailty among physically non-
frail adults: a four-year follow-up longitudinal cohort study. Int J Environ Res 
Public Health. 2018;15(3):490. doi: 10.3390/ijerph15030490

5.	 Grant PJ, Cosentino F. The 2019 ESC Guidelines on diabetes, pre-diabetes, 
and cardiovascular diseases developed in collaboration with the EASD: New 
features and the ‘Ten Commandments’ of the 2019 Guidelines are discussed 
by Professor Peter J. Grant and Professor Francesco Cosentino, the Task Force 
chairmen. 2019;40(39):3215–3217. doi: 10.1093/eurheartj/ehz687

6.	 Uddin F, Ali B, Junaid N. Prevalence of diabetic complications in newly 
diagnosed Type-2 diabetes patients in Pakistan: findings from national registry. 
J Ayub Med Coll Abbottabad. 2019;30(4-Sup):S652-S658.

7.	 Shu J, Santulli G. Update on peripheral artery disease: Epidemiology and 
evidence-based facts. Atherosclerosis. 2018;275:379-381. doi: 10.1016/j.
atherosclerosis.2018.05.033

8.	 Transcript Webinar 3. (n.d.). [online] Available at: https://www.heart.org/-/
media/Files/Health-Topics/Peripheral-Artery-Disease/PAD-Webinars/
Webinar-3-Exercise-Therapy-for-PAD-transcript.pdf [Accessed 29 Oct. 2022].

9.	 Shou Z, Zhao Y, Zhang Y, Li S. Risk factors for peripheral arterial disease in 
elderly patients with Type-2 diabetes mellitus: A clinical study. Pak J Med Sci. 
2020;36(6):1344-1348. doi: 10.12669/pjms.36.6.2906

10.	 Criqui MH, Matsushita K, Aboyans V, Hess CN, Hicks CW, Kwan TW, et 
al. Lower extremity peripheral artery disease: contemporary epidemiology, 
management gaps, and future directions: a scientific statement from the 
American Heart Association. Circulation. 2021;144(9):e171-191. doi: 10.1161/
CIR.0000000000001005 

11.	 Naveed S, Ali Z, Nageen A, Ahmed SM, Fatima M, Zehra F. Relationship 
between ankle brachial index (ABI) and cardiovascular risk factors in diabetes 
Type-II. Pak Heart J. 2020;53(4). doi: 10.47144/phj.v53i4.1993

12.	 Treat-Jacobson D, McDermott MM, Beckman JA, Burt MA, Creager MA, 
Ehrman JK, et al. Implementation of supervised exercise therapy for patients 
with symptomatic peripheral artery disease: a science advisory from the 
American Heart Association. Circulation. 2019;140(13):e700-e710. doi: 10.1161/
CIR.0000000000000727

13.	 Alni MA, Nikookheslat SD. The effect of 12 weeks aerobic, resistance and 
combined trainings on peripheral vascular disease in type 2 diabetes with 
peripheral neuropathy in men. Obes Med. 2022;34:100439. doi: 10.1016/j.
obmed.2022.100439

14.	 Monteiro DP, Ribeiro-Samora GA, Britto RR, Pereira DA. Effects of modified 
aerobic training on muscle metabolism in individuals with peripheral arterial 
disease: a randomized clinical trial. Sci Rep. 2019;9(1):15966. doi: 10.1038/
s41598-019-52428-7

15.	 Cornelis N, Buys R, Dewit T, Benoit D, Claes J, Fourneau I, et al. Satisfaction and 
acceptability of telemonitored home-based exercise in patients with intermittent 
claudication: Pragmatic observational pilot study. JMIR rehab. Assist Technol. 
2021;8(1):e18739. doi: 10.2196/18739

16.	 Motahari Rad M, Bijeh N, Attarzadeh Hosseini SR, Raouf Saeb A. The effect of 
two concurrent exercise modalities on serum concentrations of FGF21, irisin, 
follistatin, and myostatin in men with type 2 diabetes mellitus. Arch Physiol 
Biochem. 2023;129(2):424-433. doi: 10.1080/13813455.2020.1829649

17.	 Nazir A. Physiological Effects and Prescription of Exercise in Patients with 
Peripheral Artery Disease. Indo J Phys Med Rehab. 2021;10(01):11-21. doi: 
10.36803/ijpmr.v10i1.279

18.	 Ogando PH, Silveira-Rodrigues JG, Melo BP, Campos BT, Silva AD, Barbosa 
EG, et al. Effects of high-and moderate-intensity resistance training sessions 
on glycemia of insulin-treated and non-insulin-treated type 2 diabetes 
mellitus individuals. Sport Sci. Health. 2023;19(2):625-636. doi: 10.1007/
s11332-022-00931-2

19.	 McDermott MM, Dayanidhi S, Kosmac K, Saini S, Slysz J, Leeuwenburgh C, 
et al. Walking exercise therapy effects on lower extremity skeletal muscle in 
peripheral artery disease. Circ. Res. 2021 Jun 11;128(12):1851-1867. doi: 10.1161/
CIRCRESAHA.121.318242

20.	 Ampuero DV, Lorca ME, Cantillana CC, Pérez DV, Queiroz AC, dos Santos 
DA, et al. The effect of aerobic and concurrent training on cardiovascular and 
metabolic control in middle-aged type II diabetics. J Phys Educ. 2023;23(3):631-
636. doi:10.7752/jpes.2023.03078

21.	 Rabiei V, Nasiri S, Banitalebi E. The Effects of Sprint Interval and Concurrent 
Trainings on eGDR Factor in Overweight Females with Type 2 Diabetes. J Exer 
Physiol Health J. 2019;2(1):18-23.

22.	 Coll-Risco I, Borges-Cosic M, Acosta-Manzano P, Camiletti-Moirón D, Aranda 
P, Aparicio VA. Effects of concurrent exercise on cardiometabolic status during 
perimenopause: the FLAMENCO Project. Climacteric. 2018;21(6):559-565. doi: 
10.1080/13697137.2018.1526892

23.	 Kondash ME, Ananthakumar A, Khodabukus A, Bursac N, Truskey GA. 
Glucose uptake and insulin response in tissue-engineered human skeletal 
muscle. J Tissue Eng Regen Med. 2020;17:801-813. doi: 10.1007/s13770-
020-00242-y

24.	 Merz KE, Thurmond DC. Role of skeletal muscle in insulin resistance and 
glucose uptake. Compr. Physiol. 2011;10(3):785-809. doi: 10.1002/cphy.c190029

25.	 Agner VF, Garcia MC, Taffarel AA, Mourão CB, da Silva IP, da Silva SP, et al. 
Effects of concurrent training on muscle strength in older adults with metabolic 
syndrome: A randomized controlled clinical trial. Arch Gerontol Geriatr. 
2018;75:158-164. doi: 10.1016/j.archger.2017.12.011

Authors Contribution:  UA and QA: Conceived, designed 
and did statistical analysis & editing of manuscript, is 
responsible for integrity of research. UA, QA, and TA: 
Did data collection and manuscript writing. QA and TA: 
Reviewed the data for critical analysis and final approval of 
manuscript.

https://doi.org/10.1007/s00125-018-4711-2
https://doi.org/10.1016/j.archger.2017.12.011

	_Hlk158624244
	_GoBack
	_Hlk141543324
	_Hlk143623074
	_Hlk143623560
	_Hlk141198519
	_Hlk141198660
	_Hlk141198776
	_Hlk141198920
	_Hlk77433598
	_Hlk141199053
	_Hlk162778100
	_Hlk141199139
	_Hlk141198277
	_Hlk141199324
	_Hlk162829383
	_Hlk141200610
	_Hlk143623653
	_Hlk141198235
	_Hlk141273398
	_Hlk143623934
	_Hlk141012379
	_Hlk142141992
	_Hlk162781515
	_Hlk139549430
	_Hlk124777120
	_Hlk134537306
	_Hlk134537601
	_Hlk125542720
	_Hlk166590373
	_Hlk166590419
	_Hlk135233702
	_Hlk167019280
	_Hlk166936655
	_Hlk167013714
	_Hlk167018901
	_Hlk167016755
	_Hlk166672383
	_GoBack
	OLE_LINK8
	_GoBack
	_Hlk166839411
	_GoBack
	_GoBack
	_Hlk164172069
	_Hlk164171765
	_Hlk164170889
	_Hlk146468146
	_Hlk162336040
	_GoBack
	_GoBack
	_GoBack
	_Hlk167562063
	_Hlk148876395
	_Hlk167565556
	_Hlk167563821
	_Hlk167566205
	_Hlk167566418
	_ENREF_1
	_ENREF_2
	_ENREF_3
	_ENREF_4
	_ENREF_5
	_ENREF_6
	_ENREF_7
	_ENREF_8
	_ENREF_9
	_ENREF_10
	_ENREF_11
	_ENREF_12
	_ENREF_13
	_ENREF_14
	_ENREF_15
	_ENREF_16
	_ENREF_17
	_ENREF_18
	_ENREF_19
	_ENREF_20
	_ENREF_21
	_ENREF_22
	_GoBack
	_d2uav8t55iuw
	_nckb729artt
	_gxrgkj6f4xue
	_ok18jw55w2rb
	_7ebtd6d9xc84
	_4f9njzqqgivn
	_efso4d9m8tc
	_yczcp59qllcb
	_s6yrmjnj14im
	_Hlk150971397
	_Hlk150971413
	_Hlk150971431
	_Hlk147856930
	_GoBack
	_Hlk137904530
	_Hlk166711965
	_Hlk136035713
	_Hlk166712982
	_Hlk166713128
	_Hlk166776419
	_GoBack
	_Hlk155875404
	_Hlk147343578
	_Hlk147343701
	_Hlk147344555
	_Hlk147649436
	_Hlk148945343
	_u11jai23e8rj
	_4jlgo76yh9uf
	_6rrayzlvwpnx
	_in1n42ostgpn
	_kcuzm7t986m9
	_Hlk168911865
	_Hlk160882915
	_Hlk152969382
	_Hlk162579796
	OLE_LINK2
	OLE_LINK1
	_Hlk93065377
	_GoBack
	_Hlk167176908

