
Eventi ischemici periferici in 
pazienti con diabete mellito e 
aterosclerosi in terapia con 

ticagrelor e aspirina



Background

• Patients with type 2 diabetes mellitus (T2DM) are at heightened risk of developing PAD and 
experiencing MALE, and those who do experience a MALE event have a particularly poor
prognosis.

• Multiple systemic medical therapies have demonstrated efficacy in reducing the risk of MALE 
including LDL-c lowering and antithrombotic therapies. 
• In PEGASUS-TIMI 54 ticagrelor vs placebo on a background of aspirin reduced ALI by 

almost 50%.
• THEMIS demonstrated that ticagrelor reduced major adverse cardiovascular events 

(MACE) in patients with stable coronary artery disease (CAD) and T2DM, and increased
bleeding with a particularly favorable benefit/risk profile in those with a history of 
percutaneous intervention

• Understanding the effects of ticagrelor in this population with regards to limb ischemic events 
overall and in patients with known peripheral artery disease (PAD) may assist clinicians and 
patients in understanding benefit:risk balance, particularly in patients with T2DM with both
CAD and PAD (polyvascular disease). 
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Methods

• The results of prespecified analyses evaluating the effects of ticagrelor on limb 
ischemic events and the relative and absolute benefit and risk in patients with 
and without concomitant known PAD are presented as exploratory outcomes 
of THEMIS.

• Patients were randomized to ticagrelor or placebo on top of aspirin and 
followed for a median of 3 years. 

• MACE (cardiovascular death, MI, or stroke), limb events (ALI, amputation, 
revascularization), and bleeding were adjudicated by an independent and 
blinded clinical events committee. The presence of PAD was reported at 
baseline.
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Baseline characteristics

• A total of 19,220 patients were 
randomized into THEMIS with a median 
F-UP of 3.3 years (Q1-Q3: 2.8-3.8 years). 

• 1,687 (8.8%) had a known history of PAD
• older, more frequently male, White, 

and enrolled in Europe, North 
America, or South America. 

• Risk factors were more frequent
• The duration of T2DM and frequency 

of complications was greater
• CAD was more severe
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Ischemic Risk in Patients 
With and Without PAD 
Treated With Placebo
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Limb Ischemic Events 
Over Follow-Up With 
Ticagrelor vs Placebo
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Limb Ischemic Events and 
Individual Components With 
Ticagrelor vs Placebo
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Limb Events With Ticagrelor 
Based on PAD History
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Ischemic Events With Ticagrelor vs Placebo in 
Patients With and Without PAD 
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Bleeding Events With Ticagrelor vs Placebo in 
Patients With and Without PAD 
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Limitations
• Protocolized screening for PAD was not performed at enrollment; therefore, it is likely that 

some patients with PAD that was not clinically evident were misclassified as not having PAD. 
• This factor may explain the occurrence of limb ischemic events and reduction in MALE 

risk with ticagrelor in the subgroup without known PAD. 

• The lack of granularity regarding PAD history limits the generalizability of the findings to 
specific patients with PAD, especially considering the heterogeneity of this population. 

• The PAD subgroup was modest in size at approximately 9% of the overall population. 

• The effects observed of ticagrelor are in patients selected on the basis of stable CAD and 
T2DM; therefore, the efficacy and safety and benefit:risk balance may not translate to 
patients selected on the basis of PAD alone or in a periprocedural setting. 
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Conclusions

• Patients with T2DM and comorbid CAD and PAD 
are at heightened risk of limb ischemic events. 

• Long-term ticagrelor added to aspirin deceases 
MACE and limb ischemic events in this population 
but increases bleeding. 

• Identifying comorbid PAD in patients with CAD and 
T2DM may identify a population who may derive 
benefits with long-term ticagrelor including limb 
outcomes. 

• Future trials evaluating the combination of 
ticagrelor and aspirin for the reduction of MACE 
and MALE would further elucidate benefit/risk 
ratio of such therapy in patients with PAD, 
including those without CAD.
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