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aHR: 2.00 ( 95% CI: 1.3;3.1), p=0.002)

Lindholt JS, et al. Five-year outcomes of the Scandinavian Propaten Trial. 
Br J Surg. 2016;103(10):1300-5. 

Two times as high mortality if patency 
was lost

Adjusted for type of graft, type of 
bypass, type and degree of ischemia, 
and amputation

Sustained in subgroup analysis of 
claudicants

………………………..I never understood why
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Background: Emerging role of cell-free DNA (cfDNA)

• Recent research of infectious cfDNA shows it actives the 
STING and Toll-9 pathways – pathways involved in the 
pathogenesis of atherosclerosis and thrombosis1.

• Exercise dramatically increases the load of human cfDNA. 
Human mitochrondrial cell free DNA is not of genuine 
human origin, and exert the same proinflammatory 
properties as bacterial cf-DNA1. 

• Fortunately, our DNAse-I rapidly degrades it.

• In certain circumstances, as hypoxia and oxidative stress, 
the cf-B-DNA can be reshaped to cf-Z-DNA – which is 
much more immunogenic and undegradable (resistant to 
DNAase I)2

• Intermittent hypoxia is known to aggravate hypoxic DNA 
damages3

Hypoxia

Oxidative 
stress
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Hypothesis  
Prolonged intermittent limb ischemia
causes cumulative physiological harm

leading to higher mortality than early revascularization

Supervised exercise has no sustainable full pain relief leaving the patient 
with chronic intermittent claudication and has been tested against early 

revascularisation in RCTs

Assumption  

Methods  
A state-of-the-art systematic review and meta-analysis of supervised walking 

exercise vs revascularization in studies with more than 1-year of follow up.
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Results: preferred metaanalysis
• Nine cohorts from 7 RCTs (1,113 patients) met the inclusion criteria. 

• Meta-analysis using HR (2 cohorts): 83% times higher mortality in the SET 
group (p=0.02) – the other RCTs were contacted, but couldn´t deliver HR
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Results: Metaanalysis of calculated incidence of death

• Meta-analysis using IRR (8 cohorts): 
28% times higher mortality in the SET 
group (p=0.16) 

• Overall mortality was only 3%/annually
• A sensitivity analysis assuming all losses 

to follow-up as deceased revealed 
unchanged but significantly 29% higher 
mortality with SET (p=0.02). 

• All identified causes favour SET i.e. 35% 
of SET patients crossed over to 
revascularization and not all patients 
randomized to revascularization 
underwent revascularisation. 
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Discussion
• Challenges the paradigm of the 

management of intermittent claudication
• Exercise therapy since 1898
• Guidelines: Supervised Exercise Therapy is 

the golden standard 

• HOWEVER

• It used only trial-level data with 
incomplete and unequal follow-up, 
relatively few events, and marked 
heterogeneity.
• The finding should therefore be treated

more as hypothesis-generating than high 
leveled evidence

NNH = 16
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The Nordic Intermittent Claudication (NIC) Trial

N=1288 to be randomised 1:1
Primary end-point: death of any cause
5-years follow up
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