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ABSTRACT 26 

Background: Current guidelines for intermittent claudication advocate exercise at 27 

moderate to maximal claudication pain. However, adherence rates to supervised exercise 28 

programmes (SEP) remain poor and claudication pain is a contributing factor. Limited 29 

evidence suggests that moderate or pain-free exercise may be just as beneficial and may 30 

be better tolerated. However, it remains unclear what ‘level’ of claudication pain is 31 

optimal for improving functional outcomes. We therefore conducted a systematic review 32 

to synthesise the evidence for exercise prescribed at different levels of claudication pain. 33 

Methods: The CENTRAL, MEDLINE, Embase and CINAHL databases were searched 34 

up to October 2020. Randomised controlled trials (RCTs) that directly compared at least 35 

two different intensities of claudication pain were included. Outcome measures included 36 

walking performance, adherence, quality of life and vascular function.  37 

Results: Of 1,543 search results, two studies were included. Maximal walking distance 38 

improved by 100-128% in the moderate-pain SEP groups, and by 77-90% in the pain-free 39 

SEP groups. Importantly, there were no significant differences between the moderate-40 

pain and pain-free SEP groups in either study for improvements in walking performance, 41 

though comparison to a maximal-pain SEP group was not made.  42 

Conclusions: The efficacy of SEPs for patients with intermittent claudication is 43 

irrefutable, though there is no consensus on the optimal level of pain. Therefore, 44 

adequately powered RCTs are required to compare the effect of pain-free SEPs, 45 
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moderate-pain SEPs and maximal-pain SEPs on functional outcomes. (PROSPERO ID: 46 

CRD42020213684). 47 

 48 

 49 

 50 

 51 

 52 

 53 

 54 

 55 

 56 

 57 

 58 

 59 

 60 

 61 

 62 

 63 

 64 

 65 

 66 
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1.1 INTRODUCTION 67 

Peripheral artery disease (PAD) is a chronic disease characterised by atherosclerotic 68 

lesions in the lower limbs,1 affecting over 236 million people worldwide.2 A classic 69 

symptom of PAD is intermittent claudication (IC), characterised by reproducible 70 

cramping, ischaemic muscle pain, precipitated by exertion and relieved by rest.3 This 71 

symptom arises due to the imbalance of oxygen supply and demand in the working 72 

muscles, secondary to atherosclerosis.4 IC can reduce an individual’s quality of life by 73 

significantly impairing walking ability and functional capacity.5, 6  74 

National and international guidelines7, 8 recommend supervised exercise programmes 75 

(SEP) as first line treatment for patients with IC and there is overwhelming evidence for 76 

the benefit of SEPs including improvements in maximal and pain-free walking distance.9 77 

Despite these benefits, recruitment and adherence rates are poor,10 with only one third of 78 

patients eligible and willing to undertake a SEP.11 One potential reason for this, may be 79 

because of the exercise-related pain. Indeed, it has been demonstrated that completion 80 

rates were higher when exercise was performed at a low, rather than high, pain 81 

threshold.12, 13 Indeed, exercising to a high level of pain may have adverse effects, such 82 

as pro-inflammatory response and muscle catabolism.14 Furthermore, limited evidence 83 

has also shown that exercising up to the point of onset or mild claudication pain improves 84 

walking ability.15, 16  85 

Despite this, current UK guidelines8 recommend exercise to maximal claudication pain, 86 

with international guidelines and meta-analyses advocating that exercise should be 87 
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performed at moderate to maximal pain to improve walking ability.17 As such, conflicting 88 

evidence exists, with inconsistencies between guidelines as to what level of pain exercise 89 

is prescribed at. Therefore, it remains unclear which claudication pain prescription is 90 

optimal for improving functional outcomes. Furthermore, a recent scientific statement 91 

from the American Heart Association18 recommended further research to consider the 92 

role of exercising at different pain levels as identifying the optimal pain-based 93 

prescription may improve patient adherence.12  94 

Therefore, the primary aim of this systematic review was to assess interventions that have 95 

directly compared exercise prescription at differing levels of claudication pain on walking 96 

performance in patients with IC. A secondary aim was to access the level of claudication 97 

pain on vascular function and quality of life (QoL). 98 

 99 

1.2 METHODS 100 

 101 

This review adhered to the PRISMA guidelines19 and was prospectively registered on 102 

PROSPERO (CRD42020213684). 103 

 104 

1.2.1 Search Strategy and Inclusion Criteria 105 

Potential studies were identified from database inception to 9th October 2020. The 106 

CENTRAL, MEDLINE, Embase and CINAHL databases were searched. Only full text 107 

articles published in the English language were included and duplicate articles were 108 
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removed. Key search terms were developed by SS and reviewed by SB and AH. The 109 

search strategy combined key words including “peripheral artery disease” [OR] 110 

“intermittent claudication” [AND] “pain free” [OR] “moderate pain” [OR] “maximal 111 

pain”. All titles and abstracts were independently screened by two assessors (SS and SB), 112 

and a third reviewer was consulted to discuss any disagreements (AH). Full text 113 

manuscripts of potentially eligible articles were then independently screened using the 114 

inclusion/exclusion criteria. Reference lists of full texts were also hand searched.20, 21 We 115 

included randomised control trials (RCTs) that employed any mode of prescribed 116 

structured exercise for the treatment of IC, comparing at least two different intensities of 117 

IC pain. Exercise interventions had to be ≥4 weeks in duration and studies that included 118 

patients with critical limb ischaemia or asymptomatic PAD were excluded. Studies were 119 

also excluded if patients were <18 years old or the programme used other interventions 120 

(e.g., surgery) in addition to exercise. 121 

 122 

1.2.2 Data Extraction 123 

Data were extracted and inputted into a Microsoft Excel database (Microsoft Excel, 124 

Redmond, USA). Data extraction included the primary outcome measure of maximal 125 

walking distance/time (MWD/T). MWT where reported was converted to MWD to allow 126 

between study comparison (walking time in seconds (s) x treadmill speed (m/s)). Other 127 

outcomes included pain-free walking distance/time (PFWD/T), recruitment and 128 

adherence, flow mediated dilation (FMD), ankle brachial pressure index (ABPI), and QoL 129 
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data. Study characteristics such as sample size, intervention components and 130 

inclusion/exclusion criteria were also extracted to assess the quality of the study.  131 

 132 

1.2.3 Risk of bias and Quality assessment  133 

RCTs that met our inclusion criteria were assessed by two reviewers (SS and AH) for risk 134 

of bias using the Cochrane risk of bias tool22. Quality assessment was also performed 135 

using the physiotherapy evidence database (PEDro) scale.23 Points were awarded when a 136 

criterion was clearly satisfied generating an overall score of the study out of 10 (Table 137 

II). 138 

 139 

1.3 RESULTS 140 

 141 

The PRISMA flow diagram23 is shown in Figure 1. Our search generated 1,543 results 142 

and four full-text articles were retrieved after screening titles and abstracts. Two articles 143 

were then excluded24,25 due to the exercise intensity prescription based on percentage of 144 

heart rate on maximal capacity. Two articles20, 21 were retained for the review.  145 

 146 

*Figure 1 here* 147 

 148 

1.3.1 Included trials 149 

The total number of patients included in the analysis was 96. Of those, 84 were allocated 150 

to a SEP and 12 were allocated to the control (non-exercise) group. Mika et al (2013)20 151 
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randomised 27 patients (59% males and 41% female, mean age of 64.8 ± 7.2) to the 152 

moderate-pain SEP group and 25 patients (64% males and 36% females, mean age of 153 

65.2 ± 8.0) to the pain-free SEP group. Novakovic et al (2019)21 randomised 10 patients 154 

to the moderate-pain SEP group (60% male and 40% female, mean age 65.1 ± 7.6), 11 155 

patients to the pain-free SEP group (82% male and 18% female, mean age 65.6 ± 11.0) 156 

and 8 patients to the control group (75% male and 25% female ,mean age 62.0 ± 8.3). 157 

Novakovic et al (2019)21 also used a control group that did not attend a SEP and was 158 

advised to continue with secondary preventative activities such as walking, as 159 

recommended by a vascular surgeon or other vascular medicine specialist. Medications 160 

included aspirin (acetylsalicylic acid), clopidogrel, β-blockade, angiotensin converting 161 

enzyme inhibitors, calcium channel blockers, diuretics and statins. MWD/T was 162 

measured using either a graded20 or constant load treadmill protocol21 and was determined 163 

as the point at which patients reached a level of 5 on the 1-5 pain scale, where 1 = no 164 

pain. ABPI and FMD were measured via established techniques. 165 

 166 

Treadmill walking was the mode of exercise for both interventions. Methods of exercise 167 

prescription differed between studies. Novakovic et al (2019)21 set the initial treadmill 168 

speed based on an intensity of 70% of predicted maximum heart rate (HRmax) with the 169 

gradient set at 0%. When heart rate during walking reduced to <65% HRmax the treadmill 170 

speed was increased by 0.3 km/h. For the moderate-pain SEP, patients walked until they 171 

reported a score of three to four on the five-point pain scale. For the pain-free SEP, 172 

patients walked up to two-thirds of their PFWD measured at baseline. Mika et al (2013)20 173 
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set the treadmill speed at 3.2 km/h and the grade was individually determined for each 174 

patient so that it would induce claudication pain within three to five minutes. The 175 

moderate-pain SEP group walked until they reported a score of four on the pain scale, 176 

whilst the pain-free SEP group stopped at the onset of claudication, (a score of two on the 177 

pain scale). 178 

 179 

SEP delivery varied between studies, one study used an exercise bike for active recovery 180 

to allow leg pain to subside,21 whilst the other allowed patients to rest until the 181 

claudication pain had abated.20 Training frequency and duration varied from two to three 182 

times per week for up to 35 to 60 minutes per session, for a period of 12 weeks. Study 183 

characteristics are shown in Table I.  184 

 185 

*Table I here* 186 

 187 

1.3.2 Risk of bias 188 

Risk of bias is shown in Figure 2 and study quality in Table II. The mean score on the 189 

PEDro scale was 6.5. One study stated that outcome assessors were blinded and an 190 

intention to treat analysis was not used in either study.  191 

 192 

*Figure 2 here* 193 

 194 

*Table II here* 195 
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 196 

1.3.3 Walking performance and adherence 197 

MWD/T 198 

One study reported MWD in meters21 and one reported MWT in seconds.20 Novakovic et 199 

al (2019)21 found that the moderate-pain SEP group improved by 128% (median change 200 

109m, range 85m to 194m, p <0.005) and the pain-free SEP group improved by 77% 201 

(median change 71m, range 92m to 163m, p <0.003). There was no improvement in 202 

MWD for the control group. Mika et al (2013)20 found that the moderate-pain SEP group 203 

improved by 100% (mean change 440 ± 262 seconds, p <0.001, converted to 392 ± 233m) 204 

and the pain-free SEP group improved by 98% (mean change 479 ± 333 seconds, p 205 

<0.001, converted to 426 ± 296m). There were no significant differences between the 206 

moderate-pain and pain-free SEP groups in either study, for improvements in MWD 207 

(Table I).  208 

 209 

PFWT 210 

Novakovic et al (2019)21 found that PFWD improved by 114% (median change 57m, 211 

range 50m to 107m, p <.005) in the moderate-pain SEP group, and by 141% (median 212 

change 75m, range 53 to 128m, p <0.003) in the pain-free SEP group. There was no 213 

significant improvement in the control group.21 Mika et al (2013)20 found comparable 214 

results as PFWT improved by 119% (mean change 167 ± 158 seconds, p <0.001, 215 

converted to 149 ± 141m) in the moderate-pain SEP group and by 93% in the pain-free 216 

SEP group (mean change 157 ± 117 seconds, p <0.001, converted to 140 ± 104m). There 217 
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were no significant differences between the moderate-pain and pain-free SEP groups in 218 

either study, for improvements in PFWD (Table I).  219 

 220 

1.3.4 QoL 221 

QoL was considered in one study,21 using the short-form 36. Following the 12-week 222 

programme, the moderate-pain SEP group showed significant improvements in the 223 

physical component summary (p =0.004) but not the mental component summary. The 224 

moderate-pain SEP noted improvements in several physical single domains including 225 

physical functioning and bodily pain, whilst the pain-free SEP group had significant 226 

improvements in the single domains of physical role and bodily pain (Table I).  227 

 228 

1.3.5 Vascular function  229 

FMD 230 

Both trials reported the effect of exercise on FMD, measured at the brachial artery. 231 

Novakovic et al (2019)21 found that the moderate-pain SEP group had a significant 232 

improvement in FMD, whilst the pain-free SEP group did not (4.4% to 8.0%; p =0.002 233 

vs pain-free: 4.6% to 6.9%; p =0.066). Mika et al (2013)20 found that both SEP groups 234 

had a significant improvement in FMD (moderate-pain: 4.59% to 6.27%; p <0.001 vs 235 

pain-free: 3.98% to 6.22%; p <0.001; Table I). 236 

 237 

ABPI  238 
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Novakovic et al (2019)21 reported that neither SEP group had a significant improvement 239 

in ABPI. Mika et al (2013)20 however, reported a significant improvement in ABPI (0.06 240 

± 0.12 p <0.05) in the moderate-pain SEP group, but not the pain-free SEP group (Table 241 

I). 242 

 243 

1.3.6 Adherence  244 

Completion of the exercise interventions varied between studies, ranging from 80%21 to 245 

87%.20 Reasons for non-completion included surgery, ulcers, transportation problems, 246 

personal reasons and loss to follow-up. Only one study21 reported adherence rates which 247 

were similar between groups (93% vs 95%; p =0.645).  248 

 249 

1.4 DISCUSSION  250 

Current recommendations state that patients with IC should exercise at moderate to 251 

maximal pain to obtain optimal improvements in MWD, though evidence comparing 252 

different pain intensities is lacking.8, 17, 26 We aimed to consider the evidence for exercise 253 

prescribed at different levels of claudication pain. Whilst there were only two RCTs 254 

identified, the findings indicate that pain-free exercise may be as beneficial as exercise 255 

prescribed at moderate levels of claudication pain for improving walking performance. 256 

Importantly, neither study included a maximum pain SEP group.   257 

 258 

1.4.1 Walking performance and adherence  259 
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Both studies showed significant improvements in walking performance, there was no 260 

statistical difference between training conditions, with similar improvements shown in 261 

the pain-free SEP group and the moderate-pain SEP group. This supports previous 262 

evidence that pain-free exercise improves walking performance to a similar extent as 263 

moderate-pain exercise.15, 16 Indeed, prescribing exercise to the point of strong pain has 264 

been described as behaviourally counterintuitive,27 however a recent study showed that 265 

exercise at a high pain threshold was significantly more effective at improving walking 266 

performance versus pain-free exercise.28 Despite this, no trial has directly compared a 267 

pain-free SEP, to a moderate-pain SEP and maximal-pain SEP.18 Consequently, 268 

conclusions cannot be drawn as to which method provides the most effective outcomes. 269 

Further investigation is therefore warranted, which has the potential to inform future 270 

guidelines and clinical practice, as long as it is well-designed and adequately powered.  271 

 272 

This further work is important, given that the level of pain prescribed can have a 273 

significant impact on patient adherence to SEPs.29 Indeed, Harwood et al (2016)11 274 

highlighted that SEP participation rates remain low, with claudication pain being a 275 

contributable factor. Likewise, a recent systematic review10 found that completion rates 276 

were significantly higher in those prescribed low claudication pain exercise (93.4% 277 

adherence) versus exercise prescribed to high pain (77.0% adherence). In addition, 278 

completion rates were higher in the low pain groups, with patients in these groups being 279 

1.5 times more likely to complete the intervention. This is further supported by a recent 280 

study that found significantly lower levels of fidelity to the desired intensity when 281 
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exercise was prescribed at maximal pain28. Therefore, whilst low and moderate pain 282 

exercise may elicit similar improvements in walking, low pain exercise could encourage 283 

a higher compliance and be more likely to result in long lasting behaviour change.  284 

 285 

One major concern with regards to exercise prescription is the inconsistency between 286 

guidelines. For instance, UK guidelines state that patients should exercise to the point of 287 

maximal pain,8 whereas the American College of Sports Medicine guidelines advocate 288 

exercising to the point of moderate pain.17 Moreover, the American Heart Association 289 

guidelines state that patients should walk to moderate-maximal pain30 whilst several other 290 

guidelines do not provide a specific recommendation.31, 32 Consequently, this could cause 291 

confusion for clinicians and exercise professionals, who may be unsure which guidelines 292 

to adhere to, leading to some patients receiving suboptimal care. These findings indicate 293 

that a universal and consistent guideline is required for exercise prescription in patients 294 

with IC.  295 

 296 

1.4.2 QoL 297 

IC is strongly associated with reduced QoL,33 however only one study21 in this review 298 

investigated the impact on QoL as a consequence of exercise prescribed at different pain 299 

thresholds. Exercise prescribed to moderate claudication pain led to improvements in the 300 

physical component summary of the SF-36, and several single domains including 301 

physical functioning and bodily pain, whilst pain-free exercise led to improvements in 302 

the single domains of role physical and bodily pain. Neither intervention found 303 
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improvements in the mental component summary. These results are in agreement with 304 

previous studies, by which exercise training improved physical functioning and bodily 305 

pain.34, 35 However there is a general paucity of data considering the effects of exercise 306 

training on QoL.36 In addition, it is likely that the trials included in this review would be 307 

underpowered to detect meaningful change in QoL. Therefore, adequately powered trials 308 

that directly compare a pain-free SEP, a moderate-pain SEP, and a maximal-pain SEP are 309 

required to investigate if the level of pain is associated with changes in QoL.  310 

 311 

1.4.3 Vascular function 312 

Increases in FMD may lead to improvements in walking performance.37 Mika et al 313 

(2013)20 demonstrated an improvement in FMD in both SEP groups. This supports 314 

previous findings which have shown an improvement in FMD following a SEP38, 39, 315 

although this finding is not consistent across different studies.40 In contrast, Novakovic et 316 

al (2019)21 only found a significant improvement in FMD in the moderate-pain SEP 317 

group, suggesting changes may be intensity driven, with exercise prescribed at higher 318 

pain thresholds providing an adequate stimulus for physiological adaptations. Indeed this 319 

is supported by previous evidence, though even higher intensities (maximal claudication 320 

pain) may be needed to consistently elicit positive changes in FMD.41 However, 321 

exercising to maximal pain may impair vascular function due to an increase oxidative 322 

stress which inactivates endothelium derived nitric oxide, thus exacerbating the 323 

condition.41 However, this effect is relatively short lived with a gradual four hour post-324 

exercise recovery.42 Clearly, there are inconsistencies in the evidence as to which pain 325 
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threshold is required to promote changes in FMD in patients with IC, with no trial directly 326 

comparing a pain-free SEP, a moderate-pain SEP and a maximal-pain SEP. This warrants 327 

further investigation. 328 

 329 

Novakovic et al (2019)21  reported no change in ABPI in either SEP group and this finding 330 

is supported by a recent Cochrane review which found that SEPs do not elicit changes in 331 

ABPI.36 In contrast, Mika et al (2013)20 found a significant change in ABPI in the 332 

moderate training group, but not the pain-free group, with the authors suggesting that the 333 

ischaemic stimulus from this level of pain was a contributing factor. However, there was 334 

a lack of correlation between walking performance and ABPI, increasing the possibility 335 

of this finding being due to a type I error.  336 

 337 

1.5 LIMITATIONS 338 

This review is not without limitations. Firstly, we were unable to directly compare pain-339 

free and moderate exercise with exercise prescribed at a maximal pain threshold. 340 

Secondly, both studies had an unclear risk of bias for a number of criteria and had small 341 

sample sizes, with only one adequately powered to detect change in MWD21. Thirdly, 342 

both studies used treadmill walking as the form of exercise, meaning the results cannot 343 

be generalised to different forms of SEP such as a circuit format.43 Finally, the studies 344 

adopted different claudication pain scales, as such the number that represents moderate 345 

(3/5 vs. 4/5) or severe (4/5 vs. 5/5) differs. Future studies should familiarise patients with 346 

the pain scale to enable accurate reporting.  347 
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 348 

1.6 CONCLUSIONS 349 

Evidence suggests that pain-free SEPs and moderate-pain SEPs elicit similar 350 

improvements in walking performance for patients with IC. However, no trial has directly 351 

compared the level of pain at different thresholds; pain-free; moderate intensity; maximal 352 

pain; despite a maximal pain prescription being recommended in most clinical guidelines. 353 

Adequately powered RCTs are therefore required to compare all three pain thresholds, 354 

which may affect patient adherence to SEPs, and directly impact upon future exercise 355 

training guidelines in patients with IC.   356 

 357 

1.7 FUNDING  358 

This research did not receive any specific grant from funding agencies in the public, 359 

commercial, or not-for-profit sectors.  360 

 361 

 362 

 363 

 364 

 365 

 366 

 367 

 368 



18 
 

1.8 REFERENCES  369 

[1] Criqui MH, Aboyans V. Epidemiology of Peripheral Artery Disease. Circulation 370 

Research. 2015;116(9):1509-26. 371 

[2] Fowkes FG, Rudan D, Rudan I, Aboyans V, Denenberg JO, McDermott MM, et al. 372 

Comparison of global estimates of prevalence and risk factors for peripheral artery disease in 373 

2000 and 2010: a systematic review and analysis. Lancet. 2013;382(9901):1329-40. 374 

[3] Meru AV, Mittra S, Thyagarajan B, Chugh A. Intermittent claudication: an overview. 375 

Atherosclerosis. 2006;187(2):221-37. 376 

[4] Hamburg NM, Balady GJ. Exercise rehabilitation in peripheral artery disease: 377 

functional impact and mechanisms of benefits. Circulation. 2011;123(1):87-97. 378 

[5] Pell JP. Impact of intermittent claudication on quality of life. The Scottish Vascular 379 

Audit Group. Eur J Vasc Endovasc Surg. 1995;9(4):469-72. 380 

[6] Barletta G, Perna S, Sabba C, Catalano A, O'Boyle C, Brevetti G. Quality of Life in 381 

Patients with Intermittent Claudication: Relationship with Laboratory Exercise Performance. 382 

Vascular Medicine. 1996;1(1):3-7. 383 

[7] Aboyans V, Ricco JB, Bartelink MEL, Björck M, Brodmann M, Cohnert T, et al. 2017 384 

ESC Guidelines on the Diagnosis and Treatment of Peripheral Arterial Diseases, in 385 

collaboration with the European Society for Vascular Surgery (ESVS): Document covering 386 

atherosclerotic disease of extracranial carotid and vertebral, mesenteric, renal, upper and lower 387 

extremity arteriesEndorsed by: the European Stroke Organization (ESO)The Task Force for the 388 

Diagnosis and Treatment of Peripheral Arterial Diseases of the European Society of Cardiology 389 

(ESC) and of the European Society for Vascular Surgery (ESVS). Eur Heart J. 2018;39(9):763-390 

816. 391 

[8] NICE. Peripheral Artery Disease: Diagnosis and Management2012:[147 p.]. 392 



19 
 

[9] Hageman D, Fokkenrood HJ, Gommans LN, van den Houten MM, Teijink JA. 393 

Supervised exercise therapy versus home-based exercise therapy versus walking advice for 394 

intermittent claudication. Cochrane Database Syst Rev. 2018;4(4):Cd005263. 395 

[10] Lin E, Nguyen C, Thomas S. Completion and adherence rates to exercise interventions 396 

in intermittent claudication: Traditional exercise versus alternative exercise – a systematic 397 

review. European Journal of Preventive Cardiology. 2019;26:204748731984699. 398 

[11] Harwood AE, Smith GE, Cayton T, Broadbent E, Chetter IC. A Systematic Review of 399 

the Uptake and Adherence Rates to Supervised Exercise Programs in Patients with Intermittent 400 

Claudication. Ann Vasc Surg. 2016;34:280-9. 401 

[12] Galea MN, Bray SR, Ginis KA. Barriers and facilitators for walking in individuals with 402 

intermittent claudication. J Aging Phys Act. 2008;16(1):69-83; quiz 4. 403 

[13] Gardner AW, Poehlman ET. Exercise rehabilitation programs for the treatment of 404 

claudication pain. A meta-analysis. Jama. 1995;274(12):975-80. 405 

[14] Delaney CL, Miller MD, Chataway TK, Spark JI. A Randomised Controlled Trial of 406 

Supervised Exercise Regimens and their Impact on Walking Performance, Skeletal Muscle 407 

Mass and Calpain Activity in Patients with Intermittent Claudication. European Journal of 408 

Vascular and Endovascular Surgery. 2014;47(3):304-10. 409 

[15] Fakhry F, van de Luijtgaarden KM, Bax L, den Hoed PT, Hunink MG, Rouwet EV, et 410 

al. Supervised walking therapy in patients with intermittent claudication. J Vasc Surg. 411 

2012;56(4):1132-42. 412 

[16] Parmenter BJ, Raymond J, Dinnen P, Singh MAF. A systematic review of randomized 413 

controlled trials: Walking versus alternative exercise prescription as treatment for intermittent 414 

claudication. Atherosclerosis. 2011;218(1):1-12. 415 



20 
 

[17] Riebe D, Ehrman JK, Liguori G, Magal M. ACSM's guidelines for exercise testing and 416 

prescription / senior editor, Deborah Riebe ; associate editors, Jonathan K. Ehrman, Gary 417 

Liguori, Meir Magal. Tenth edition ed. Philadelphia: Wolters Kluwer; 2018. 418 

[18] Treat-Jacobson D, McDermott MM, Bronas UG, Campia U, Collins TC, Criqui MH, et 419 

al. Optimal Exercise Programs for Patients With Peripheral Artery Disease: A Scientific 420 

Statement From the American Heart Association. Circulation. 2019;139(4):e10-e33. 421 

[19] Parmenter BJ, Dieberg G, Smart NA. Exercise Training for Management of Peripheral 422 

Arterial Disease: A Systematic Review and Meta-Analysis. Sports Medicine. 2015;45(2):231-423 

44. 424 

[20] Mika P, Konik A, Januszek R, Petriczek T, Mika A, Nowobilski R, et al. Comparison of 425 

two treadmill training programs on walking ability and endothelial function in intermittent 426 

claudication. Int J Cardiol. 2013;168(2):838-42. 427 

[21] Novakovic M, Krevel B, Rajkovic U, Vizintin Cuderman T, Jansa Trontelj K, Fras Z, et 428 

al. Moderate-pain versus pain-free exercise, walking capacity, and cardiovascular health in 429 

patients with peripheral artery disease. J Vasc Surg. 2019;70(1):148-56. 430 

[22] Sterne JAC, Savović J, Page MJ, Elbers RG, Blencowe NS, Boutron I, et al. RoB 2: a 431 

revised tool for assessing risk of bias in randomised trials. Bmj. 2019;366:l4898. 432 

[23] Stovold E, Beecher D, Foxlee R, Noel-Storr A. Study flow diagrams in Cochrane 433 

systematic review updates: an adapted PRISMA flow diagram. Systematic Reviews. 434 

2014;3(1):54. 435 

[24] Gardner AW, Montgomery PS, Flinn WR, Katzel LI. The effect of exercise intensity on 436 

the response to exercise rehabilitation in patients with intermittent claudication. Journal of 437 

Vascular Surgery. 2005;42(4):702-9. 438 



21 
 

[25] Marko Novakovic M, Kambic T, Krevel B, Vizintin Cuderman T, Fras Z, Jug B. Effects 439 

of exercise training type and duration in patients with peripheral artery disease: a randomised 440 

controlled trial. European journal of preventive cardiology. 2018;25(2):S67‐. 441 

[26] Harwood AE, Pymer S, Ingle L, Doherty P, Chetter IC, Parmenter B, et al. Exercise 442 

training for intermittent claudication: a narrative review and summary of guidelines for 443 

practitioners. BMJ Open Sport Exerc Med. 2020;6(1):e000897. 444 

[27] Al-Jundi W, Madbak K, Beard JD, Nawaz S, Tew GA. Systematic Review of Home-445 

based Exercise Programmes for Individuals with Intermittent Claudication. European Journal of 446 

Vascular and Endovascular Surgery. 2013;46(6):690-706. 447 

[28] McDermott MM, Spring B, Tian L, Treat-Jacobson D, Ferrucci L, Lloyd-Jones D, et al. 448 

Effect of Low-Intensity vs High-Intensity Home-Based Walking Exercise on Walk Distance in 449 

Patients With Peripheral Artery Disease: The LITE Randomized Clinical Trial. JAMA. 450 

2021;325(13):1266-76. 451 

[29] Abaraogu U, Ezenwankwo E, Dall P, Tew G, Stuart W, Brittenden J, et al. Barriers and 452 

enablers to walking in individuals with intermittent claudication: A systematic review to 453 

conceptualize a relevant and patient-centered program. PLoS One. 2018;13(7):e0201095. 454 

[30] Gerhard-Herman MD, Gornik HL, Barrett C, Barshes NR, Corriere MA, Drachman DE, 455 

et al. 2016 AHA/ACC Guideline on the Management of Patients With Lower Extremity 456 

Peripheral Artery Disease: Executive Summary: A Report of the American College of 457 

Cardiology/American Heart Association Task Force on Clinical Practice Guidelines. 458 

Circulation. 2017;135(12):e686-e725. 459 

[31] Norgren L, Hiatt WR, Dormandy JA, Nehler MR, Harris KA, Fowkes FGR. Inter-460 

Society Consensus for the Management of Peripheral Arterial Disease (TASC II). Journal of 461 

Vascular Surgery. 2007;45(1):S5-S67. 462 



22 
 

[32] Au TB, Golledge J, Walker PJ, Haigh K, Nelson M. Peripheral arterial disease: 463 

diagnosis and management in general practice. Australian Journal of General Practice. 464 

2013;42(6):397. 465 

[33] Raja A, Spertus J, Yeh RW, Secemsky EA. Assessing Health-Related Quality of Life 466 

among Patients with Peripheral Artery Disease: A Review of the Literature and Focus on 467 

Patient-Reported Outcome Measures. Vasc Med. 2020:1358863x20977016. 468 

[34] Guidon M, McGee H. Exercise-based interventions and health-related quality of life in 469 

intermittent claudication: a 20-year (1989–2008) review. European Journal of Cardiovascular 470 

Prevention & Rehabilitation. 2010;17(2):140-54. 471 

[35] Tsai JC, Chan P, Wang CH, Jeng C, Hsieh MH, Kao PF, et al. The effects of exercise 472 

training on walking function and perception of health status in elderly patients with peripheral 473 

arterial occlusive disease. J Intern Med. 2002;252(5):448-55. 474 

[36] Lane R, Harwood A, Watson L, Leng GC. Exercise for intermittent claudication. 475 

Cochrane Database Syst Rev. 2017;12(12):Cd000990. 476 

[37] Coutinho T, Rooke TW, Kullo IJ. Arterial dysfunction and functional performance in 477 

patients with peripheral artery disease: a review. Vasc Med. 2011;16(3):203-11. 478 

[38] Brendle DC, Joseph LJ, Corretti MC, Gardner AW, Katzel LI. Effects of exercise 479 

rehabilitation on endothelial reactivity in older patients with peripheral arterial disease. Am J 480 

Cardiol. 2001;87(3):324-9. 481 

[39] McDermott MM, Ades P, Guralnik JM, Dyer A, Ferrucci L, Liu K, et al. Treadmill 482 

Exercise and Resistance Training in Patients With Peripheral Arterial Disease With and Without 483 

Intermittent Claudication: A Randomized Controlled Trial. JAMA. 2009;301(2):165-74. 484 



23 
 

[40] Delaney CL, Miller MD, Allan RB, Spark JI. The impact of different supervised 485 

exercise regimens on endothelial function in patients with intermittent claudication. Vascular. 486 

2015;23(6):561-9. 487 

[41] Silvestro A, Scopacasa F, Oliva G, de Cristofaro T, Iuliano L, Brevetti G. Vitamin C 488 

prevents endothelial dysfunction induced by acute exercise in patients with intermittent 489 

claudication. Atherosclerosis. 2002;165(2):277-83. 490 

[42] Haas TL, Lloyd PG, Yang H-T, Terjung RL. Exercise training and peripheral arterial 491 

disease. Compr Physiol. 2012;2(4):2933-3017. 492 

[43] Harwood AE, Totty JP, Pymer S, Huang C, Hitchman L, Carradice D, et al. 493 

Cardiovascular and musculoskeletal response to supervised exercise in patients with intermittent 494 

claudication. J Vasc Surg. 2019;69(6):1899-908.e1. 495 

 496 

 497 

 498 

 499 

 500 

 501 

 502 

 503 

 504 



24 
 

 

 

Tables  

Table I. Summary of findings 

Study 

(country and 

design) 

Sample Description of 

Intervention 

Outcome measures, 

follow-up 

Main findings  

Novakovic et al, 

201921 (Slovenia) 

Randomised trial  

Total n = 36.  

Patients with 

diagnosed PAD, 

Fontaine II 

classification. 

Patients with unstable 

CVD, hospitalisation 

(< 3 months) and any 

comorbidities were 

excluded.  

Three groups – 

moderate-pain SEP, 

pain-free SEP and 

control group (1:1:1 

ratio) 

 

36 sessions – 2/3 times 

per week for 

60 minutes, walking on 

a treadmill, followed 

by AR on an exercise 

bike  

 

PFWD, MWD, 

ABPI, FMD, 

biomarkers, HRV and 

health related QoL, 

SF-36 questionnaire  

 

Measures performed 

twice at baseline and 

after the intervention 

(12 weeks) 

Both moderate-pain and 

pain-free SEP improved 

walking capacity 

(Moderate; PFWD p = 

.005, MWD p = .005) 

(Pain-Free; PFWD p = 

.003, AWD p = .003) 

 

There were no 

improvement in PFWD 

and MWD with the control 

group 

 

The moderate pain SEP 

significantly improved 

FMD (p = .002) whereas 

the pain-free SEP did not. 

 

Neither condition 

significantly changed 

ABPI/HRV/biomarkers 
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 505 

Moderate-pain SEP 

significantly improved the 

physical component 

summary but no change in 

the mental component 

summary of the SF-36 

Mika et al, 2013 

20 (Poland) 

Randomised trial  

Total n = 60. 

Patients with PAD, 

Fontaine II 

classification  

ABPI < 0.9, able to 

walk 150m without 

pain, 

Pharmacological 

treatment was stable 

within 6 months and 

remained unchanged.  

Patients with CHD < 

1 year, unable to 

walk 3.2 km/h and 

any comorbidities 

were excluded.  

Two groups – 

moderate-pain SEP 

group (n=30) 

Pain-free SEPgroup 

(n=30) 

12 weeks, 3 sessions 

per week  

Began at 35 minutes, 

progressively 

increasing by by 5 min 

every 2 weeks until 60 

mins was completed. 

PFWT, MWT, ABPI,  

FMD, biomarkers 

 

Measures performed 

twice at baseline and 

after the intervention 

(12 weeks) 

Both moderate-pain and 

pain-free SEP significantly 

improved PFWT and 

MWT(p <0.001) 

 

Both groups showed a 

significant increase in 

resting and post-exercise 

FMD (Pain-free; p<0.01, 

moderate; p<0.001)  

 

Significant ABPI change 

observed only in the 

moderate training group 

after 12 weeks (p<0.05) 

 

Neither condition 

significantly changed 

biomarkers 

PAD, peripheral artery disease; CVD, cardiovascular disease; PFWD, pain free walking distance; MWD, maximal 

walking distance; AR, Active Recovery; ABPI, ankle-brachial pressure index; FMD, flow mediated dilation; HRV, 

heart rate variability; QoL, quality of life; CHD, coronary heart disease; PFWT, pain-free walking time; MWT, 

maximal walking 
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 507 

 508 

 509 

 510 

 511 

 512 

 513 

PEDro Scale  Novakovic (2019) Mika (2013) 

Eligibility criteria specified  1 1 

Random Allocation 1 1 

Concealed Allocation 1 1 

Baseline similarity 1 1 

Blinding of all subjects  0 0 

Blinding of the therapists  0 0 

Blinding of assessors  0 1 

Measure of one outcome at least 85% subjects 1 1 

Intention to treat analysis used 0 0 

Between-group comparison performed  1 1 

Measures of variability  1 1 

Total  7 8 

 0, No; 1, yes. Score out of 10 

Table II. Quality assessment of included trials according to a Physiotherapy Evidence Database 

(PEDro) Scale 
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Figures  514 
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Figure 2 518 

 519 

Figure 2. Risk of bias using the Cochrane collaboration tool. 


