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N Engl J Med 2018:379:1509-18



Benefit vs. Risk in ASPREE

N Engl J Med 2018:379:1509-18

ASCVD Events Major Bleeding



nytimes.com and NEJM Journal Watch May 3, 2022; USPSTF JAMA. 2022;327(16):1577-1584

History of U.S. Preventive Services Task Force Recommendations on Aspirin for Primary 

Prevention of Cardiovascular Disease



UpToDate.com “Aspirin in the primary prevention of cardiovascular disease and cancer”

Low Risk

• 5 fewer MIs

• 1 fewer strokes

• 4 more major 

bleeds

• 7 fewer colon 

cancers

High Risk

• 23 fewer MIs

• 3 fewer strokes

• 18 more major 

bleeds

• 23 fewer colon 

cancers



What about PWH?



Aspirin is prescribed less often for PWH

Ladapoet al, J Am Heart Assoc, 2017



Abacavir

SPECIAL CONSIDERATIONS:



Abacavir

• Original D:A:D study of NRTI risk

• Recent (<6 months)—but not cumulative—use associated with risk (RR 1.9 for 

abacavir and 1.5 for didanosine)

Sabin et al, Lancet 2008



Abacavir

• Adjusted RR of MI while 

on ABC ~2.0

• No difference in pre- vs. 

post-2008 periods

Sabin et al, BMC Med 2016



Abacavir

• Mechanisms?

- Platelet reactivity

- Inflammation

• D:A:D analysis of recurrent MI 

- NO increased risk of continued 

abacavir use after first MI

• Cumulative post-MI exposure RR 0.86 

(95% CI 0.68-1.10)

• Recent post-MI exposure RR 1.19 

(0.82-1.71)

- ? Role of aspirin

Falcinelli et al, Thromb Haemost 2013; McComsey et al, AIDS 2012; Sabin et al, AIDS 2017 

* Higher platelet 

aggregation by 

light transmission 

aggregometry after 

stimulation in ABC 

treated patients 

compared to TDF 

* More 

inflammation? 

Higher hsCRP with 

ABC vs. TDF in 

A5224s



A word on secondary prevention



“… for healthy people” does NOT apply for patients with 

established ASCVD

Primary Prevention Secondary Prevention

Post-MI

Post-stroke

Symptomatic PAD

Healthy

No prior ASCVD event

Primary

“Plus”

Consider Definitely

Probably



Other anti-platelet therapy and boosted ART

• P2Y12 inhibitors 

- Ticagrelor contraindicated due to CYP3A4 metabolism

- Clopidogrel and Prasugrel are prodrugs converted to active metabolites by 

CYP3A4 & 2C19 in the liver

• The AUC and Cmax of both active metabolites are reduced by ~50% in 

patients on cobicistat or ritonavir

• However, prasugrel’s antiplatelet effect is preserved (compared to 

clopidogrel, which is significantly reduced)

- Prasugrel is the usually the best choice for patients on a protease inhibitor or 

cobicistat



In Conclusion

• Individualize decision to initiate aspirin for primary prevention of ASCVD events

• In middle-aged adults with HIV (40-59)

• With 10-year ASCVD risk >10%

• Or on abacavir

• Or with significant subclinical coronary disease on CT (“Primary +”)

Generally, avoid aspirin for primary prevention among 

older adults with HIV (>60 years old)
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