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Feb. 10, 2022

*ECHO: Extension of Community Healthcare Outcomes

Before we begin:
• Rename your Zoom screen with your name and organization
• Claim CE: text 25391-25389 to 804-625-4041

• Go to vcuhealth.org/echodmhtn for instructions on 
creating your account The Diabetes and Hypertension ECHO is made possible 

by funding through CDC Cooperative Agreement 
NU58DP006620-InnoVAte.



Unmute

• You are all on mute. 
Please unmute to talk.

• If joining by telephone 
audio only, press *6 to 
mute and unmute. 

• Use the chat function 
to speak with our team 
or ask questions.

Diabetes & Hypertension 
Project Echo

Zoom Reminders

Chat Box



Helpful Reminders
• Please feel free to eat your lunch or step away 

briefly if needed
• We are recording and can share sessions upon 

request
• Each session’s slides are available on 

www.vcuhealth.org/echodmhtn

• Please do not share any protected health 
information in your discussion or the chat box

• Project ECHO operates on the “All Teach, All Learn” 
model

• Feel free to ask questions in the chat or unmute to ask 
questions at designated times

• We’re all here to learn from each other and value each 
person’s input and expertise!

http://www.vcuhealth.org/echodmhtn


• One-hour ECHO clinics on 2nd Thursdays

• Every ECHO clinic includes a didactic presentation

followed by case discussions

• Website: www.vcuhealth.org/echodmhtn
• Directions for claiming CE can be found here

• You have up to six days after our session to claim CE by 

texting 25391-25389 to 804-625-4041
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Aspirin Therapy in Diabetes



Objectives:

• Review recommendations for use of aspirin for 
primary and secondary prevention of atherosclerotic 
cardiovascular disease (ASCVD)

• Discus controversies aspirin use for primary 
prevention in patients with diabetes, hypertension, 
and chronic kidney disease 





Secondary Prevention

• Recommendation 10.34: Use aspirin therapy (75–162 mg/day) as a 
secondary prevention strategy in those with diabetes and 
atherosclerotic cardiovascular disease

• Aspirin as been shown to be effective in reducing cardiovascular 
morbidity and mortality in high-risk patients with previous MI or 
stroke and is strongly recommended.



Primary Prevention: 

• Recommendation 10.39: Aspirin therapy (75–162 mg/day) may be 
considered as a primary prevention strategy in those with diabetes 
who are at increased cardiovascular risk, after a comprehensive 
discussion with the patient on the benefits versus the comparable 
increased risk of bleeding.



Primary Prevention
• ASCEND (A Study of Cardiovascular Events iN Diabetes) trial randomized 

15,480 patients with diabetes but no evident cardiovascular disease to 
aspirin 100 mg daily or placebo. 

• Primary efficacy end point : vascular death, MI, or stroke or transient 
ischemic attack. 

• Primary safety outcome : major bleeding (i.e., intracranial hemorrhage, 
sight  threatening bleeding in the eye, GI  bleeding, or other serious 
bleeding). 

• mean follow-up of 7.4 years;  12% reduction in the primary efficacy end 
point (8.5% vs. 9.6%; P = 0.01). 

• major bleeding increased from 3.2% to 4.1% in the aspirin group (rate ratio 
1.29; P=0.003), with most of the excess being GI bleeding and other 
extracranial bleeding.

The ASCEND Study Collaborative Group. N Engl J Med 2018;379:1529-1539



Effect of Assignment to Aspirin Group on Components of Serious Vascular 
Events, the Combined Outcome of Serious Vascular Event or Revascularization, 

and Major Bleeding and Its Components.

The ASCEND Study Collaborative Group. N Engl J Med 2018;379:1529-1539



Other trials of aspirin for primary prevention
• ARRIVE [Aspirin to Reduce Risk of Initial Vascular Events] patients 

without diabetes  (n=12,546) 60 months follow-up, 
• primary end point occurred in 4.29% vs. 4.48% of patients in the 

aspirin versus placebo groups (HR 0.96( 95%CI 0.81-1.13], p=0.60
• GI bleeding events (characterized as mild) occurred in 0.97% of 

patients in the aspirin group vs. 0.46% in the placebo group (HR 
2.11 [95% CI 1.36-32.8), P<0.0007

Lancet 2018;392:1036–1046



Other trials of aspirin for primary prevention
• ASPREE [Aspirin in Reducing Events in the Elderly]) (n=19,114, 11% 

with diabetes), found no benefit of aspirin on the primary efficacy 
end point (fatal CHD, MI, stroke, or hospitalization for heart failure) 
and an increased risk of bleeding, median of 4.7 years of follow-up

• rates per 1,000 person-years were 10.7 vs. 11.3 events in aspirin 
vs. placebo groups (HR 0.95 [95% CI 0.83–1.08]). 

• rate of major hemorrhage per 1,000 person-years was 8.6 events 
vs. 6.2 events,  respectively (HR 1.38 [95% CI 1.18–1.62], p<0.001

N Engl J Med 2018;379:1509–1518



Primary Prevention

• Aspirin appears to have a modest effect on ischemic vascular events, 
with the absolute decrease in events depending on the underlying 
ASCVD risk

• The main adverse effect is an increased risk of gastrointestinal 
bleeding. 

• However, for adults with ASCVD risk >1% per year, the number of 
ASCVD events prevented will be similar to the number of episodes of 
bleeding induced

• These complications do not have equal effects on long-term health



Primary Prevention
Recommendations for using aspirin as primary prevention 
include both men and women aged ≥50 years with diabetes 
and at least one additional major risk factor:
• family history of premature ASCVD, 
• hypertension,
• dyslipidemia, 
• smoking, or 
• Chronic kidney disease/albuminuria) who are not at increased risk of 

bleeding (e.g., older age, anemia, renal disease)



Primary prevention

• Patient age >70 years, with or without diabetes, the balance appears 
to have greater risk than benefit 

• Thus, for primary prevention, the use of aspirin needs to be carefully 
considered and may generally not be recommended. 

• Aspirin may be considered in the context of high cardiovascular risk 
with low bleeding risk, but generally not in older adults. 

• Aspirin therapy for primary prevention may be considered in the 
context of shared decision-making, which carefully weighs the 
cardiovascular benefits with the fairly comparable increase in risk of 
bleeding.



Aspirin Use in People <50 Years of
Age
• Aspirin is not recommended for those at low risk of ASCVD (such as 

men and women aged <50 years with diabetes with no other major 
ASCVD risk factors) as the low benefit is likely to be outweighed by 
the risks of bleeding. 

• Clinical judgment should be used for those at intermediate risk 
(younger patients with one or more risk factors or older patients with 
no risk factors) until further research is available. 

• Patients’ willingness to undergo long-term aspirin therapy should also 
be considered



Other factors to consider

• A 2019 joint guidelines by the European Society of Cardiology (ESC) 
and European Association for the Study of Diabetes (EASD) 
recommend that 75-100 mg/day of aspirin "may be considered" for 
primary prevention in the absence of clear contraindications in 
people with type 2 diabetes at high or very high cardiovascular risk, 
but not in those at moderate risk.

• ESC/EASD advises that when low-dose aspirin is used, proton pump 
inhibitors (PPIs) be considered to prevent GI bleeding



- individual patient data meta-analysis (n= 18,162,  40% 
with diabetes)
- randomized to fixed-dose combinations of a statin + 2 or 
more antihypertensive drugs vs controls (placebo or 
usual care) +/- aspirin
- aspirin added significant benefit compared to the fixed-
dose combination alone, with a risk reduction of 47% for 
theprimary endpoint (time to first occurrence of a 
composite of cardiovascular death, MI, stroke, or arterial 
revascularization)
- no significant increased major bleeding risk with aspirin 
- slight increase in GI bleeding, from 0.2% to 0.4%

Lancet 2021 Sep 25;398(10306):1133-1146.

Fixed-dose combination therapies with and without aspirin for primary 
prevention of cardiovascular disease



Aspirin Dosing

• Average daily dosages used in most clinical trials involving patients 
with diabetes ranged from 50 mg to 650 mg but were mostly in the 
range of 100–325 mg/day.

• Little evidence to support any specific dose, but using the lowest 
possible dose may help to reduce side effects



Pregnancy

• Recommendation 15.19 Women with type 1 or type 2 diabetes 
should be prescribed low-dose aspirin 100–150 mg/day starting at 12 
to 16 weeks of gestation to lower the risk of preeclampsia. 

• A dosage of 162 mg/day may be acceptable 
• currently, in the U.S., low-dose aspirin is available in 81-mg tablets.



Pregnancy
• Diabetes in pregnancy is associated with an increased risk of preeclampsia 
• The U.S. Preventive Services Task Force recommends the use of low-dose 

aspirin (81 mg/day) as a preventive medication at 12 weeks of gestation in 
women at high risk for preeclampsia

• However, low-dose aspirin <100 mg may not be effective in reducing 
preeclampsia

• Low-dose aspirin >100 mg is required 
• insufficient data regarding the benefits of aspirin in women with 

preexisting diabetes 
• ? long-term effects of prenatal aspirin exposure on offspring

AmJ Obstet Gynecol 2018;218:287–293.e1110. 
N Engl J Med 2017;377:613–622
Lancet 2020;395:285–293



Summary: 

• Aspirin has been shown to be effective in reducing cardiovascular 
morbidity and mortality in high-risk patients with previous MI or 
stroke (secondary prevention) and is strongly recommended.

• In primary prevention, however, among patients with no previous 
cardiovascular events, its net benefit is more controversial – consider 
age and comorbidities

• Pregnancy



Should we prescribe aspirin for HTN/CKD 
patients?
• Conventional wisdom was that nearly every patient could benefit 

from aspirin therapy
• More recent data have presented more controversy



Aspirin use in HTN patients

• Particularly beneficial for secondary prevention
• ASA role in primary prevention is still less clear, as mentioned 

previously 
• Primary adverse event: bleeding
• Would assess overall cardiovascular risk—low risk patients unlikely to 

benefit from ASA; patients over 70 unlikely to benefit
• Intermediate and high CV risk patients may benefit from low dose 

ASA after assessment of bleeding risk



Don’t NSAIDs affect BP control?

• ASA is not associated with impaired BP control, in contrast to other 
NSAIDs

• NSAID-induced HTN is likely caused by COX-2 inhibition-–ASA 
(especially low dose) does not inhibit COX-2

• Review of data from the Hypertension Optimal Treatment (HOT) study 
demonstrated no difference in achievable SBP/DBP with ASA 75mg 
daily



More controversy: ASA use in CKD patients

• CV risk calculators usually do not take CKD into account
• Pathophysiologic differences may explain decreased/lack of benefit 

for ASA as primary prevention in CKD patients
• Huge problem--cardiovascular disease is the leading cause of death in 

CKD patients (~50%)
• 4.6% of worldwide deaths in 2017

• Disordered platelet function, prolonged bleeding time



• Compared ~18000 patients with CKD between ASA 75mg and placebo
• Primary endpoint: major cardiovascular events
• Secondary endpoints: MI, stroke, CV mortality, total mortality, death 

due to kidney failure, change in eGFR



Results



• Compared ~3600 patients with CKD, half receiving 100mg/day ASA 
and half without ASA

• Primary endpoint: development of atherosclerotic CVD
• Secondary endpoints: death from any cause, bleeding event, doubling 

of serum Cr, renal death



Results



• Small RCT comparing ASA vs usual therapy in ~100 patients with CKD
• No significant differences in the primary endpoint (CV events + HF or 

PAD) but did reduce risk of coronary events and renal events



Where do we go from here?

• ASA is not strongly recommended in CKD patients, but low dose ASA 
could be considered in a robust patient with substantial CKD and low 
bleeding risk

• Aspirin to Target Arterial Events in Chronic Kidney Disease (ATTACK) 
trial is recruiting participants

• ASA as primary prevention of CV events 
• Plans to enroll ~25,000 patients and finish by 2025



• 48yo M with CKD presents for initial evaluation
• Feels fine, just notes dark stools
• Meds: amlodipine 10mg daily, aspirin 81mg, naproxen 

200mg BID
• BP 165/90
• Na 140 K 4.0 Cl 110 CO2 24 BUN 38 Cr 2.4

Case Study #1

Any clarifying questions?



43 year old lady with T2DM diagnosed 2013, hyperlipidemia, HTN, Class II 
obesity, sarcoidosis, lost to follow up > 2 years, presents to re-establish care
• POCT A1c 12.0%, previously 10% then 7% (preparing for elective hysterectomy)
• current diabetes regimen

• Trulicity: 1.5mg weekly on Sundays - tolerating well 
• Stopped metformin due to intolerable GI upset, does not wish to reattempt
• Lantus 30 units in AM, misses 2-3 days per week 

• Intermittently on prednisone 10 or 20mg for sarcoidosis, skips some days if she is feeling 
well

• Review of BGs: none for review, patient reports no hypoglycemia, many values in the 
200s, as high as 300s when on higher doses of prednisone for sarcoid

Case Study #2

Any clarifying questions?



Case Studies

• Anyone can submit cases: www.vcuhealth.org/echodmhtn
• Receive feedback from participants and content experts
• Earn $150 for submitting and presenting

http://www.vcuhealth.org/echodmhtn


Provide Feedback

www.vcuhealth.org/echodmhtn

• Feedback
• Overall feedback related to session content and flow?
• Ideas for guest speakers?

http://www.vcuhealth.org/echodmhtn


Access Your Evaluation



VCU Diabetes & Hypertension Project ECHO Clinics

2nd Thursdays — 12 p.m. to 1 p.m.

Mark Your Calendars — Upcoming Sessions

March 10: Diabetes in Older Adults

April 14: Kidney Nutrition

Please register at www.vcuhealth.org/echodmhtn

http://www.vcuhealth.org/echodmhtn


Thank you for coming!

Reminder: Mute and Unmute to talk
Press *6 for phone audio 
Use chat function for questions 

Text 25391-25389 to 804-625-4041 for CE credit 
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