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Premature Peripheral Artery Disease 
u PAD = disease of older adults

u 200 million worldwide   >12 million in United States
Fowkes et al. Lancet 2013;382:1329-40.

NHANES. Circulation 2004;110:738-743.
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Premature Peripheral Artery Disease 
uOnset before age 50

Fowkes et al. Lancet 2013;382:1329-40.
Song et al. Lancet Glob Health, 7 (2019), e1020-e1030.
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Prevalence 2.6%

Prevalence 3.2%
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Mehta…Alabi O, Sperling. Trends in CV Medicine 31(6):351-8.

uRisk factors
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u Risk factors

u Genetic predisposition
u Familial hypercholesterolemia

u Homocystinuria
u Two SNPs 

u rs10757278 (locus 9p21) à genetic risk factor for CAD   Helgadottir et al. Nat Genet 2008.

u rs1051730 (locus 15q24) à affects nicotine dependence  Thorgiersson et al. Nature 2008.

u Hypercoagulability 

u Factor V Leiden mutation   Berard et al. PLoS ONE 2013.

u The odds of having a Factor V Leiden mutation were five-fold higher among patients 
with PAD (OR 5.1, 95% CI 1.5-17.4) compared to controls

u AT III, protein C, protein S, heparin cofactor II, tissue plasminogen activator release   
Levy et al. JVS 1994.

u Stimulant drug abuse Denegri et al. J Cardiovasc Med 2016. Bachi et al. Atherosclerosis 2017. Tan et al. Vasc Med 2019. 
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uManagement
uSecondary ASCVD prevention

uSmoking cessation & comprehensive lifestyle 
changes

uAntithrombotic agents
uLipid lower therapies
uManagement of other chronic comorbidities
uExercise therapy

uMajority of clinical trials did not include young 
patients

Premature Peripheral Artery Disease 

Alabi O, et al. JAMA Surg 2023;158(6):e230479

uOutcomes after revascularization

Forrester, …, Alabi O. JVS 2024;80(2):529-536.
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uOutcomes after revascularization
u40% may require multiple 
reinterventions   Valentine et al. JVS 1999;30(3):436-445.

uWorse patency Klingelhoefer et al. JVS 2016;64:380-388.

u2x the likelihood of bypass occlusion 
             Torrealba et al. JVS 2019(70):175-180.

u4x amputation risk Torrealba et al. JVS 2019(70):175-180.

u Study population: All adults at VQI participating centers undergoing 
endovascular revascularization for lower extremity peripheral artery disease 
(PAD) between January 2017 to December 2018 
uExclusions: 

uAge under 18
uProcedure for acute limb ischemia
uHybrid procedures 

u Data Sources: Vascular Quality Initiative linked to Medicare claims data

Methods

u Primary Exposure Variable: 
u premature PAD (age <50 yrs old)

u Primary Outcome Variable: 
uMortality

u30 days, 90 days, 1 year
uMajor amputation

u30 days, 90 days, 1 year
u Analysis: 

u Standard demographic comparisons
uCompeting risk analyses using cumulative incidence functions using the 

Alaen-Johansen estimator and hierarchical Fine-Gray regression

Methods Results
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Results

90 days            1 year

Results: Mortality

(months)

90 days            1 year

Results: Major Amputation

OUTCOMES: 30-days 90-days 1 year p
Mortality
All PVIs 2.9% 7.1% 18.6% NS
Older Adult PAD 2.9% 7.2% 18.6% NS
Premature PAD 2.8% 7.1% 17.1% NS

Major Amputation
All PVIs 2.0% 5.4% 9.2% .006
Older Adult PAD 1.9% 5.2% 8.9% <.001
Premature PAD 4.6% 13.7% 21.9% <.001

Results

uSimilar risk factors, dissimilar outcomes

uPlenty of room for investigation and public 
health awareness
uInflammatory Biomarkers
uProteomics, Transcriptomics, Genomics, 
uAllostatic load
uPopulation-level screening
uAnd more

Premature PAD Summary


