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Background Aspirin Indications

A Primary prevention of cardiovasculatiseasé
A 25-45% of adults over 46
A Stable ischemic heart disease
A Peripheral arterialdisease? cerebrovasculadiseasé

A Secondary prevention
A Noncardioembolic ischemic stroke
A Transient ischemic attack
A Venous thromboembolidiseasé
A Thromboprophylaxis
A Myeloproliferativedisorders
A Antiphospholipidsyndromé
A Pain
A Colorectalcancer M® h Q. NErslpternSvied 171f(8p 59698.

2. Stuntzet al. PrevMed Repb5, 183186
3. Williams et alAm JPrevMed. 48 (5), 504508

aOff label use

A Preeclampsia
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Aspirin and Anticoagulation
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Risks Versus Benefits JOURNAL ¢ MEDICINE

ACombination therapy increases bleedifig e
AData mostly fowarfarin+aspirin atrial | ’
fibrillation>venous thromboembolic disease

ACombination therapy is commadty
ALow dose direct oral anticoagulant therapy
with aspirin

ABetter cardiovascular outcomes but more major
bleeding event%

4. Schaefer et alAMA Intern Med179 (4), 53%41. 8.Eikelboomet al.N Engl J Med377(14), 13194330)
5. Steinberg et alCirculation128(7), 721728.

6. So et alJThromThrombolysis43 (1), 717.

7. Douketis ThrombRes 127(6), 515617
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Direct Oral Anticoagulants

ADOACS
AApixaban
ADabigatran
AEdoxaban
ARivaroxaban

ABetter safety profile compared to warfarin

ALower rates of fatal bleeding, cardiovascular
mortality, all cause mortality

A? higher rates of gastrointestinal bleedfig

7. ChaiAdisaksopha&t al. JThrombHaemost 13(11), 20120. 11. Ruff CT, et dlancet.383(9921), 95%2
8. Ray WA et alAMA 320 (21),222-B0.

9. Abraham NS, et &MJ.350:h1857.

10. Holster IL, et alGastroenterology145(1): 10512
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Study Questions

AHow often are patients anticoagulated with a DOAC f&sfib or VTE,
without a recent myocardial infarction or heart valve replacement,
treated with concomitant aspirin?

AHow does this impact bleeding outcomes?
AMajor bleeding (fatal, lif¢hreatening, central nervous system)
ANonmajor bleeding
AER visits for bleeding
AHospitalizations for bleeding
AThrombotic outcomes
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Methods: Michigan Anticoagulation Quality Improvement Initiative

A4 of 6 anticoagulation clinics participated
APatient enroliment:

- AJan 2015 December 2019
AAnalysis:

A2020
ATrained data abstractors
APredefined forms

ARandom chart audits
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Study Design

DOAC foAfibor VTE, w/ 3+
months of followup

Valve |
replade€ment Propen3|:ty match
recent™N\{| Enrollment

ASA, N=1,047

NO valve
replacement
or recent MI

n=3,280

No ASA, N=1,04

BiIsAlreuy Arewnd
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Methods: 1:1 Propensity Match

ADemographics AMedications
A Age, sex, weight, alcohol/tobacco use A Estrogen/progesterone
Alndication A Antiplatelet therapy
. . A NSAIDs
, A Atrial fIt?I’I”.a:[IOH, venous thromboembolism A DOAC
AComorbidities A High or low dose
ACoagulation History ADuration of followup

AlAaa2NE 27 NBOSyd of$RIBLEDYPHodifledy! & a v
A Remote bleeding (>30 days) p .

A History of stroke/TIA ACharlson Comorbidity Index
A History of venous thromboembolism

A History of gastrointestinal bleeding

A Remote myocardial infarction
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Outcomes

ARate of aspirin use without a clear  ABleeding

indication AMajor bleeding
A Fatal
, _ A Life threatenin
AThrombosis A Intracranial or ?ntraspinal
AStroke/TIA ANon-major
APulmonary embolism AAny bleeding
ADeep vein thrombosis )
AMyocardial infarction AEmergency room VISItS

AHospitalizations
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Study Schema

DOAC patients who didn’t have VR
and/or recent M|

1:1 Propensity score matching, including matching on DOAC dose
1:1 Propensity score matching, not matching DOAC dose

L4 v - - - -»| Primary analysis
ASA at enroliment No ASA at enroliment
N = 1,047 N = 1,047
N =1.047 N =1.047 - - - -»| Sensitivity analysis 3
v
Continuously on Not taking ASA
ASA thrOUghOUt thl’OUghOUt fOllOW- e i i i o ke » Sens,t,v”y ana/ys’s 2
follow-up up
N =621 N =621
y s
Patients on ASA at Patients NOT on ASA at
enroliment who didn't have enroliment who didn't — .
MI, CAD, PAD, PCI/CABG have MI, CAD,PAD, | [~---- » Sensitivity analysis 1
N=516 PCI/CABG
N =516
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Results ~1/3 of Patients on Combination Therapy

Percent of Patients Using Aspirin+DOAC without a Clear Indication by Year
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ResultsPropensity Matched Cohort

DOAC DOAC+ASA

n=1047 n=1047
61.7 62.4
8.9 6.6
0.1 0.1
29.3 31.0
19.7 21.1
80.3 78.9
71.9+12.0 71.9+11.1
57.6 57.6
53.9 52.8
78.5 77.8
22.5 24.2
1.0 2.0
12 (6,30) months
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ResultsPropensity Matched Cohort

After Matching
DOAC DOAC+ASA
n=1047 n=1047
CoMorbidities (%)
28.1 44.8
24.6 25.5
22.0 26.1
Chronic liver diseas 35 4.6
21.1 224
Diabetes mellitug 30.4 33.4
History of falls 6.1 8.3
Hypercoagulable stat 0.6 1.1
HTN 65.8 65.0
6.9 105
Prior PCI/CAB 11.5 231
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ResultsBleeding/Thrombosis
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New Nonmajor Major ED for Hospitalization Death N e
) . . - . ew ED for Hospitalization Death
bleeding bleeding bleeding bleeding for bleeding Hhrombosic  thrombosis for thrombosis
Outcome Outcome

JAMA Intern Med. 2021;181(6):817-824. doi:10.1001/jamainternmed.2021.1197
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Limitations

ARegistry data
ANot able to fully match on all variables
) AResidual differences included in regression models
ABoth atrial fibrillation and venous thromboembolic disease
AKey subgroups underrepresented
AVascular stents
APoorly controlled risk factors
AHigh thrombotic risk

AMyeloproliferative neoplasms
AThrombophilias

AGeographically limited
AUnderpowered for thrombotic outcomes
ALargely (71.2%) patients newly started on DOACs
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C O n C I u S I O n S Aspirin treatment without indication in patients on direct

oral anticoagulants may increase the risk of bleeding events

ADOACSs and Aspirin o® I | Ad A AR Iy &
4 . . . (VTE): WHAT IS THE EFFECT OF
Alncrease bleeding for patients wfib @ A0DNG ASPN(ASA) OORAL | 3260 parents treated with DOACor  Assgss ASA USE AND

ANTICOAGULANTS (DOACS) IN atrial fibrillation or VTE, NO clear RATE OF BLEEDING

andlor VTE Wlthout a recent heart TERMS OF BLEEDING? indication for ASA
valve replacement or ACS . PR SRt SECONDARY OUTCOMES:

AMore research is needed for high L el
risk subgroups St ot
AConsider deprescribing aspirin whenpSEasas

risk>benefit

(@]

Nonmajor Hospitalizations New Thrombotic
Bleeding for Bleeding Events

Rate per 100

patient-years

— N w
o o o

Limitations of study: ASA was not randomized,
DOAC only DOAC-ASA patients with VTE and Afib were studied together
for power.

In patients treated with direct oral anticoagulants (DOACs) for
atrial fibrillation or venous thromboembolism (VTE), adding

aspirin (ASA) was associated with increased bleeding events.

Used with permission. 2 minute medicine:
https://www.2minutemedicine.com/visualabstract-aspirin-treatment-without-
indication-in-patients-on-direct-oral-anticoagulants-may-increase-the-risk-of-

bleeding-events/ @2minmed

©2 Minute Medicine, Inc.
Schaefer et |. JAMA Internal Medicine. April 19, 2021. www.2minutemedicine.com

Anticoagulation = \yapi
ebinar
FORUM



Questions?
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3) Evaluate the program

4) Print certificate for your records

This program is accredited fBhysiciansPharmacists, and Nurses for enduring accreditation
for 1.0 hours
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2021 National Conference
October 2830,2021| San Francisco, CA

A Hybrid Model
A In-person in San Francisco & broadcast virtually Y e
Ve . . ) . San Francisco, CA
A All attendees will also receive dlay extended access to view sessio

A 30 In-Person Speakers

n I . =5
A Ca,II for AI_ostracts.Submlt Your.Abstradnere | REGISTER NOW
A Submit abstract for virtual or person poster presentation

A We accepbriginal research, case studies, preliminary research, previously
presented abstracts

A Abstract deadline July 31, 2021
A 15 hours credit;f ACCME, ACPE, ANCC
A Visit our website to view the full program & learn more

acforum.org/2021
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Online Literature Update

A Launched Julyst
A Evolved from our twiceénonthly lit search
A Lots of features

U  Most important articles starred
U Searchable

U  Abstract can be read on site

U  View by date range

U Includes ACF authored papers

A Links to our new Rapid Recap Newsletter

A This curated literature overview is game
changing!

A Thank you Dr. Bishdyaghetand Elaine
Whalen for this vision
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