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DATA EXTRACTION AND SYNTHESIS Single extraction, verified by a second reviewer.

Quantitative synthesis using Peto fixed-effects meta-analysis.

MAIN OUTCOMES AND MEASURES Cardiovascular disease events and mortality,
all-cause mortality, colorectal cancer incidence and mortality, major bleeding, and

hemorrhagic stroke.

RESULTS Eleven RCTs (N = 134 470) and 1 pilot trial (N = 400) of low-dose aspirin for
primary cardiovascular disease prevention were included. Low-dose aspirin was
associated with a significant decrease in major cardiovascular disease events

(odds ratio [OR], 0.90 [95% Cl, 0.85-0.95]; 11 RCTs [n = 134 470]; I’ = 0%; range in
absolute effects, —2.5% to —0.1%). Results for individual cardiovascular disease outcomes
were significant, with similar magnitude of benefit. Aspirin was not significantly
associated with reductions in cardiovascular disease mortality or all-cause mortality.

There was limited trial evidence on benefits for colorectal cancer, with the findings highly
variable by length of follow-up and statistically significant only when considering
long-term observational follow-up beyond randomized trial periods. Low-dose aspirin was
associated with significant increases in total major bleeding (OR, 1.44 [95% Cl, 1.32-1.571;
10 RCTs [n = 133194]; 7 = 4.7%; range in absolute effects, 0.1% to 1.0%) and in

site-specific bleeding, with similar magnitude.

CONCLUSIONS AND RELEVANCE Low-dose aspirin was associated with small absolute risk
reductions in major cardiovascular disease events and small absolute increases in major
bleeding. Colorectal cancer results were less robust and highly variable.

JAMA. 2022;327(16):1585-1597. doi:10.1001/jama.2022.3337
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ardiovascular disease (CVD) is the leading cause of
death in the US." Aspirin has long been a recommended
therapy for primary CVD prevention in the US, and more
recently it has also been considered for colorectal cancer (CRC)
prevention.?> In 2016, the US Preventive Services Task Force
(USPSTF) issued age- and CVD risk-based recommendations for
aspirin use for CVD and CRC prevention.* The USPSTF recom-
mended initiating low-dose aspirin use for the primary prevention
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of CVD and CRC in adults aged 50 to 59 years who have a 10% or
greater 10-year CVD risk, are not at increased risk for bleeding,
have a life expectancy of at least 10 years, and are willing to take
low-dose aspirin daily for at least 10 years (B recommendation).
The USPSTF concluded that the decision to initiate low-dose
aspirin use for the primary prevention of CVD and CRC in adults
aged 60 to 69 years who have a 10% or greater 10-year CVD
risk should be an individual one (C recommendation). Also, the
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Figure 1. Analytic Framework: Aspirin Use to Prevent Cardiovascular Disease and Colorectal Cancer
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@ Does regular aspirin use in patients without known cardiovascular disease (CVD) reduce CVD and colorectal

cancer (CRC) incidence and mortality, or all-cause mortality?

a. Does the effect vary between a priori subgroups defined by age, sex, 10-y cardiovascular risk, diagnosis

of diabetes mellitus, or race and ethnicity?
b. Does the effect vary by dose or duration of aspirin use?

. Does regular aspirin use increase major gastrointestinal bleeding, intracranial bleeding, or other serious harms?
a. Does the effect vary between a priori subgroups defined by age, sex, 10-y cardiovascular risk, diagnosis

of diabetes mellitus, or race and ethnicity, or bleeding risk factors?
b. Does the effect vary by dose or duration of aspirin use?

Evidence reviews for the US
Preventive Services Task Force
(USPSTF) use an analytic framework
to visually display the key questions
that the review will address to allow
the USPSTF to evaluate the
effectiveness and safety of a
preventive service. The questions are
depicted by linkages that relate
interventions and outcomes.
CRCindicates colorectal cancer; CVD,
cardiovascular disease

USPSTF determined that there was insufficient evidence for
assessing the balance of benefits and harms of initiating aspirin
use in adults younger than 50 years or in adults 70 years or older
(I statement).

Since the publication of the 2016 recommendations, 3 new trials
of aspirin for primary prevention have been published.>” This sys-
tematic review updated the body of evidence on the CVD and CRC
benefits and harms of aspirin in primary CVD prevention popula-
tions. This review was used in conjunction with a decision analysis®°
to update USPSTF recommendations.

Methods

Scope of Review

Figure 1shows the analytic framework and 2 key questions (KQs)
that guided this review. Methodological details, additional analy-
ses, findings from observational studies of bleeding harms, and de-
tailed results in specific populations are available in the full evi-
dence report.’®

Data Sources and Searches

MEDLINE, PubMed (publisher-supplied records only), Embase, and
the Cochrane Central Register of Controlled Trials were searched for
relevant English-language articles published after the search dates
for 3 parallel systematic reviews of aspirin previously conducted for
the USPSTF (January 1, 2014, through January 14, 2021) (eMethods
in the Supplement)." All studies in the prior reviews were also
evaluated,”™ as well as reference lists of related systematic re-
views. ClinicalTrials.gov was searched for relevant ongoing trials. Ac-
tive surveillance was conducted through January 21, 2022, via ar-
ticle alerts and targeted journal searches to identify major studies
that might affect the conclusions of the review or understanding of
the evidence.

JAMA April 26,2022 Volume 327, Number 16

Study Selection

Two independent reviewers screened titles, abstracts, and full-
text articles against a priori eligibility criteria (eTable 1in the Supple-
ment). Studies were eligible for inclusion if they were randomized
clinical trials (RCTs), nonrandomized controlled intervention stud-
ies, or individual patient data meta-analyses and if they examined
regular oral aspirin use (=75 mgevery other day for 12 months) com-
pared with no treatment or a placebo. Eligible populations were
adults 40 years or older without known CVD who were at average
risk for CRC or were unselected for CRC risk. For KQ1 (benefits), out-
comes of interest included a composite cardiovascular outcome and
individual CVD outcomes including mortality, and CRCincidence and
mortality. For KQ2 (harms), harms of interest were composite and
site-specific bleeding events.

Data Extraction and Quality Assessment

Two reviewers independently applied USPSTF design-specific crite-
riato critically appraise each study (eTable 2in the Supplement)."* Each
study was assigned arating of “good,” “fair," or “poor.” Discordant rat-
ings were resolved by consensus. Poor-quality studies—those with
methodological shortcomings resultingin a high risk of bias—were ex-
cluded. Onereviewer extracted datainto standardized evidence tables
and a second reviewer checked the tables for accuracy.

Data Synthesis and Analysis

The primary outcomes for CVD benefits (KQ1) were major CVD
events (a composite of nonfatal myocardial infarction [MI], nonfa-
tal stroke, and CVD mortality), total MI, total stroke (all types), total
ischemic stroke, CVD mortality, and all-cause mortality. Nonfatal and
fatal events were analyzed separately as secondary outcomes. Re-
sults for the secondary outcomes of nonfatal Ml and nonfatal ische-
mic stroke, which appear in the companion decision analysis,®° are
reported here; results for other secondary outcomes are available
in the full report.'
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Figure 2. Literature Search Flow Diagram: Aspirin Use to Prevent Cardiovascular Disease and Colorectal Cancer
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66 Articles (15 studies) included for KQ1 ‘

‘ 72 Articles (21 studies) included for KQ2

@ Reasons for exclusion: Design: Study did not use an included design.
Publication type: Publication was a conference abstract only. Population:
Study was not conducted in an included population. Outcomes: Study did not
report relevant outcomes. Intervention: Study did not use an included
intervention. Setting: Study was not conducted in a country relevant to US

practice or not conducted in, recruited from, or feasible for primary care or

a health system. Outdated meta-analysis: Publication was an outdated
meta-analysis that did not include recently published trials. Relevance: Study
aim was not relevant. Comparator: Study did not use an included comparator.
Quality: Study was poor quality. KQ indicates key question.

The primary outcomes for CRC benefits (KQ1) were CRC inci-
dence and CRC mortality. CRC outcomes occurring during random-
ized trial periods and those occurring during extended observa-
tional follow-up were reported separately.

The primary outcomes for harms (KQ2) were total major
bleeding (bleeding requiring transfusion or hospitalization or
leading to death), extracranial hemorrhage (inclusive of all bleed-
ing except intracranial bleeding), major gastrointestinal bleeding,
intracranial hemorrhage (inclusive of hemorrhagic stroke, sub-
arachnoid hemorrhage, and subdural hemorrhage), and hemor-
rhagic stroke.

The Peto fixed-effects model was used as the primary statisti-
cal method for quantitative pooling because of the rarity of events.'
Sensitivity analyses were conducted using the Mantel-Haenszel
fixed-effects and restricted maximum likelihood random-effects
models; results of these analyses are available in the full report.™®
The proportion of statistical heterogeneity was assessed using the
I? statistic. When fewer than 3 studies were available for an analy-
sis, the pooled outcome is shown for illustrative purposes only; such
pooled results should be interpreted with caution, as they may not
represent the true effect estimate.

Stata version 16 (StataCorp) was used for all quantitative analy-
ses. All significance testing was 2-sided, and results were consid-
ered statistically significant at P < .05.
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The aggregate strength of evidence was assessed for each KQ
using the approach described in the Methods Guide for Effective-
ness and Comparative Effectiveness Reviews,'® based on the num-
ber, quality, and size of studies and the consistency and precision
of results.

. |
Results

Investigators reviewed 12 710 unique citations and 225 full-text
articles for all KQs (Figure 2). Overall, 23 studies reported in 79
articles were included (N = 165492 in RCTs; N = 870 660 in
cohorts evaluating serious harms).>”'7°" Three RCTs>7 and 3
cohorts®°-6768 were newly identified in this update. The results
from 2 high-dose RCTs,2"** 2 secondary prevention CVD RCTs
reporting CRC outcomes in sensitivity analyses,>®’ and 6 cohorts
reporting serious harm®0-67.6878.798188 gra not described here but
are available in the full repor

The 11 low-dose primary prevention RCTs (N = 134 470) and
1 pilot RCT (N = 400) included a broad range of participant popu-
lations, including populations with CVD risk factors (eTable 3 in
the Supplement).5726.28.29.31.32.43.45.53.87 R CTs published since
the prior reviews for the USPSTF"' focused on special popula-
tions with older age,” cardiovascular risk factors,® and diabetes.®

t.10
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Rates of major CVD events in the control groups varied widely,
ranging from an annualized rate of 0.26%*° to 3.09%.2° Esti-
mated 10-year CVD risk using the pooled cohort equations was
reported in only TRCT, with a mean risk of 17.4%.° Overall, 63% of
participants in the 11 low-dose primary prevention RCTs were
women. The mean age of participants in these RCTs was 63 years
and ranged from 55 years in the Women's Health Study (WHS)*®
to 74 years in the Aspirin in Reducing Events in the Elderly
(ASPREE) trial,” which solely recruited older adults. Race and eth-
nicity were sparsely reported; in the 4 RCTs that reported race
and ethnicity, more than 90% of participants were White.>”74®
CRC-specific risk factors such as family history of CRC were not
reported in any RCT, and only 1 RCT”® reported CRC screening
rates (51.4% in the aspirin group and 52.4% in the placebo group
self-reported receiving a screening endoscopy at any point during
the 10.3 years of the RCT).

Trial characteristics are described in eTable 4 in the Supple-
ment. The WHS*® used an alternate-day dosing schedule of
100 mg every other day; the other trials used daily doses of
75 mg,?832 81 mg,*3 or 100 mg.>7-26-29353 Three of the 11 low-
dose RCTs were conducted 2 or more decades ago, prior to the
widespread use of statins.2®:28-32 Randomized trial periods
ranged from 3.6 years?® to 10.1 years.*> New extended observa-
tional follow-up after randomized trial completion was available
for the Japanese Primary Prevention of Atherosclerosis With
Aspirin for Diabetes (JPAD) trial (10.3 years) and the WHS (26
years) (I.-M. Lee, ScD, Harvard Medical School, written communi-
cation, November 23, 2020).#**> Extended observational
follow-up from the Thrombosis Prevention Trial (TPT) trial for
CRC mortality data was collected by independent investigators at
18.3 years.>® The primary outcomes for most RCTs were compos-
ite CVD events; these composites were defined inconsistently
across trials. Cancer of any type was a prespecified outcome in
only 3 low-dose aspirin RCTs.545>3

Benefits of Intervention

Key Question 1. Does regular aspirin use in patients without
known CVD reduce CVD and CRC incidence and mortality, or all-
cause mortality?

Eleven low-dose primary prevention CVD RCTs reported the ef-
fect of aspirin on CVD outcomes.>7-26:28.29.31.3243.4553 Gjy of these
RCTs also reported CRC outcomes during the randomized period or
extended observational follow-up.5->>64697391

Cardiovascular and Mortality Outcomes

Major CVD Events, MI, Stroke | Pooled analyses from 11 RCTs
(n =134 470) showed that aspirin use was associated with a sta-
tistically significant decrease in major CVD events, Ml (total and
nonfatal), and total stroke, with odds ratio (OR) point estimates
ranging from 0.88 to 0.91 for these outcomes (Table 1, Figure 3).
Five RCTs reported total ischemic stroke (n = 79 334) or nonfatal
ischemic stroke (n = 54 947); aspirin was associated with statisti-
cally significant relative risk reductions in both these outcomes
(OR, 0.82 [95% Cl, 0.72-0.92] for total ischemic stroke and OR,
0.88 [95% Cl, 0.78-1.00] for nonfatal ischemic stroke). Absolute
differences between aspirin and control groups in composite and
individual CVD outcomes reported in the individual RCTs ranged
from -2.5% t0 1.2%.
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CVD Mortality | Cardiovascular deaths were inconsistently defined
across the 11 primary prevention RCTs. In 4 RCTs, CVD mortality was
composed exclusively of fatal Ml events and stroke.”?93"43 |n other
RCTs, definitions were broader, including additional events such as
deaths due to rheumatic fever, pulmonary embolism, abdominal aor-
tic aneurysm, or hypertensive disease. Pooled analysis from the 11
RCTs (n = 134 470) demonstrated no statistically significant asso-
ciation of aspirin use with CVD mortality (OR, 0.95 [95% Cl, 0.86-
1.05]; I = 20.1%) (Figure 3).

All-Cause Mortality | A pooled analysis of the 11 primary prevention
RCTs (n = 134 470) showed that aspirin was not significantly asso-
ciated with a difference in all-cause mortality at 3.6 to 10.1 years
(OR, 0.98; [95% (I, 0.93-1.03]; * = 0%) (Figure 3). The ASPREE
(Aspirin in Reducing Events in the Elderly) trial, a new RCT con-
ducted exclusively in older adults, was the only trial with a statisti-
cally significant finding; this trial reported higher all-cause mortal-
ity in the aspirin group than the control group at 4.7 years (5.86%
in the aspirin group, 5.15% in the control group; OR, 1.15 [95% ClI,
1.0111.30]).”

Sensitivity Analyses

Sensitivity analyses showed that for the outcomes of total and non-
fatal Ml only, RCTs that were partly or fully conducted prior to 2001,
when Adult Treatment Panel |1l (ATP IIl) guidelines were published
and statin use became more widespread, showed larger relative risk
reductions than RCTs conducted after 2001; confidence intervals
of these relative risk estimates did not overlap. Additionally, only RCTs
published since 2001 showed a statistically significant benefit from
aspirin for ischemic stroke, although confidence intervals over-
lapped with those of the older RCTs. Detailed results are available
in the full report.”®

CRC Outcomes

CRCIncidence | Studies reporting the association of aspirin with CRC
incidence had highly variable results by length of follow-up, dura-
tion of use, and timing of outcome measurement (eFigure 1in the
Supplement). For events occurring within RCT periods only
(4 studies),®>3¢973°1 |ow-dose aspirin had no statistically signifi-
cant association with CRC incidence at 5 to 10 years of follow-up
(n =86137; OR, 1.07 [(95% Cl, 0.92-1.24]; I 2 = 36.0%) (Figure 3).
No single RCT reported a statistically significant beneficial associa-
tion between low-dose aspirin and CRC incidence (eFigure 2 in the
Supplement). Two low-dose primary CVD prevention studies
(n = 42412) reported RCT or observational follow-up at approxi-
mately 10 years; the pooled result (presented for illustrative purposes
only) did not show a statistically significant association between as-
pirin use and CRC incidence (OR, 0.96 [95% Cl, 0.78-119]; I = 0%)
(Figure 3).Neither RCT had anindividual relative comparison that sta-
tistically favored aspirin (OR, 0.88[95% Cl, 0.52-1.48]and OR, 0.98
[95% Cl, 0.78-1.23]) (eFigure 3 in the Supplement).

In contrast, 1low-dose primary CVD prevention RCT, the WHS,
reported observational follow-up at approximately 20 yearsand re-
sults suggested a benefit of aspirin for CRC incidence.”® In the WHS,
the group randomized to aspirin during the trial period experi-
enced a significantly lower incidence of CRC at approximately 20
years (n = 39 876; OR, 0.82 [95% Cl, 0.69-0.98]) (Figure 3). The
point estimate for reductions in CRC incidence was even greater in

jama.com
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Table 1. Ranges of Study-Level Absolute Estimates for Relative Effects Found Statistically Significant
in Meta-analysis of Low-Dose Aspirin Trials in Primary CVD Prevention Populations

No. Range of
Outcome Studies Participants OR (95% Cl) absolute effects, %
Major CVD events 11 134470 0.90(0.85t0 0.95) -2.5t0-0.1
(nonfatal MI, nonfatal stroke,
CVD mortality)
MI events
Total 11 134470 0.89(0.82t0 0.96) -19to1.2
Nonfatal 11 134470 0.88(0.80t0 0.96) -2.0t00.2
Stroke (all types)
Total 11 134470 0.91 (0.84t0 0.99) -2.0t00.1
Nonfatal 9 103134 0.88 (0.80t0 0.97) -1.9t00.05
Ischemic stroke
Total 5 79334 0.82(0.72t00.92) -0.6t0-0.2
Nonfatal® 5 54947 0.88(0.78 to 1.00) -0.3t0-0.1
CRC
Incidence
RCT + observational, 1 39876 0.82 (0.69 t0 0.98) -0.2
20-y follow-up
Observational, 1 39876 0.63(0.47 t0 0.83) -0.2
10- to 20-y follow-up
Mortality 2 44961 0.77 (0.61 t0 0.98) -0.8 to -0.06
RCT + observational,
18-y follow-up
Bleeding
Total major 10 133194 1.44(1.32t01.57) 0.1t01.0
Extracranial 10 133194 1.53(1.39t0 1.70) 0.2t00.9
Major GI 10 119130 1.58(1.38 t0 1.80) 0.06 t0 0.6 L
Abbreviations: CRC, colorectal
Intracranial 11 134470 1.31(1.11t0 1.54) -0.2t00.4 cancer; CVD, cardiovascular disease;
Hemorrhagic stroke Gl, gastrointestinal; MI, myocardial
Total 10 133194 1.18 (0.97 to 1.45) -0.07t00.2 infarction; OR, odds ratio;
RCT, randomized clinical trial.
Nonfatal 6 73737 1.37 (1.01t0 1.85) -0.04t00.2

@ P < .05 for intervention vs control.

an analysis examining only CRC events occurring during the post-
trial observational period (=10 years from the beginning of the trial)
(OR, 0.63[95% Cl, 0.47-0.83]) (Figure 3). These analyses suggest
that the potential effect of aspirin on CRC incidence may not occur
until 10 years after aspirin use has been initiated. However, addi-
tional WHS follow-up from 17.5 to 26 years showed no significant dif-
ferencein CRCincidence between the group initially randomized to
aspirin for 10 years of usage and the control group (OR, 1.16 [95%
Cl,0.78-1.72]) (I.-M. Lee, ScD, Harvard Medical School, written com-
munication, November 23, 2020). When the entire follow-up pe-
riod from baseline to 26 years was analyzed, there was not a statis-
tically significant association of 10 years of randomized aspirin use
with a lower CRC incidence (OR, 0.87 [95% Cl, 0.74-1.02]).

The WHS contributed the largest proportion of participants and
CRC cases to each of the pooled effects for CRC incidence reported
above and was the only contributing study with follow-up beyond
20 years. At 26 years, the WHS retained 67% of its participants for
outcomes analysis; of these participants, 36 percent of partici-
pants were taking aspirin more than 3 days per month without any
differences in aspirin use based on original study group allocation
(1.-M. Lee, ScD, Harvard Medical School, written communication,
November 23, 2020). Posttrial aspirin use during the observa-
tional period in both the aspirin and placebo groups was associated

jama.com

with cancerrisk factors, and additional confounding during the post-
trial follow-up cannot be ruled out.

CRC Mortality | Results for CRC mortality were highly variable, po-
tentially because of differences in duration of aspirin use, timing of
outcome measurements, and length of follow-up. Two RCTs, ASPREE
and the WHS, reported CRC mortality during the trial periods. Pooled
analyses of these 2 RCTs (presented for illustrative purposes only)
showed that aspirin use for 5 to 10 years was associated with a point
estimate in the direction of higher risk of CRC mortality at 5 to 10
years, although this result was not statistically significant (OR, 1.36
[95% Cl, 0.97-1.91]) (Figure 3). Both trials showed an OR point es-
timate greater than 1; ASPREE reported that aspirin use was asso-
ciated with statistically significantly higher CRC mortality at 4.7 years
follow-up (OR, 1.74[95% CI, 1.02-2.95]),” but in the WHS there was
not a statistically significant association at 10 years (OR, 114 [95%
Cl,0.73-1.78]) (I.-M. Lee, ScD, Harvard Medical School, written com-
munication, November 23, 2020).

In contrast to results from the trial periods, results from longer-
term observational follow-up suggested a CRC mortality benefit.
Observational follow-up at approximately 18 years was available for
the WHS (I.-M. Lee, ScD, Harvard Medical School, written commu-
nication, November 23, 2020) and TPT trials.28-> Pooled analyses
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Figure 3. Meta-analysis Results for Effect of Low-Dose Aspirin on CVD, CRC, and Harms Outcomes in CVD Primary Prevention Populations

No.of  No. of No./total (%) Favors | Favors
Outcome studies participants Intervention Control Peto OR (95% CI) intervention : control
Cardiovascular disease
Major CVD events 11 134470 2511/67157 (3.7)  2785/67313 (4.1) 0.90 (0.85-0.95) -
Total MI 11 134470 1244/67157 (1.9) 1398/67313(2.1) 0.89 (0.82-0.96) -
Nonfatal Ml 11 134470 892/67157 (1.3) 1013/67313(1.5) 0.88 (0.80-0.96) -
Total stroke (all types) 11 134470 1160/67157 (1.7)  1159/67313 (1.7) 0.91 (0.84-0.99) -
Total ischemic stroke 5 79334 443/39622 (1.1) 544/39722 (1.4) 0.82(0.72-0.92) ——
Nonfatal ischemic stroke 5 54947 468/27422 (1.7) 532/27525 (1.9) 0.88(0.78-1.00) —a—
CVD mortality 11 134470 586/67157 (0.9) 815/67313(1.2) 0.95 (0.86-1.05) —&-
All-cause mortality 11 134470 3135/67157 (4.7) 3210/67313 (4.8) 0.98 (0.93-1.03) -
Colorectal cancer
CRCincidence
RCT, 5- to 10-y follow-up 4 86137 366/43026 (0.9) 343/43111(0.8) 1.07 (0.92-1.24) ——
RCT +observational, 10-y follow-up? 2 42412 174/21193(0.8) 181/21219(0.9) 0.96 (0.78-1.19) ——
RCT +observational, 20-y follow-up 1 39876 222/19934(1.1) 270/19942 (1.4) 0.82(0.69-0.98) —a—
Observational, 10- to 20-y follow-up 1 39876 75/19934 (0.4) 120/19942 (0.6) 0.63(0.47-0.83) ——
CRC mortality
RCT, 5- to 10-y follow-up? 2 58990 76/29459 (0.3) 56/29531(0.2) 1.36(0.97-1.91) ——
RCT +observational, 20 -y follow-up? 2 44961 117/22479(0.5) 151/22482(0.7) 0.77 (0.61-0.98) ——
Harms
Total major bleeding 10 133194 1197/66519 (1.8) 837/66675(1.3) 1.44(1.32-1.57) -
Extracranial bleeding 10 133194 930/66519 (1.4) 609/66675 (0.9) 1.53(1.39-1.70) —-—
Major Gl bleeding 10 119130 557/59499 (0.9) 353/59631 (0.6) 1.58(1.38-1.80) ——
Intracranial bleeding 11 134470 315/67157 (0.5) 242/67313(0.4) 1.31(1.11-1.54) —a—
Total hemorrhagic stroke 10 133194 203/66519 (0.3) 172/66675 (0.3) 1.18(0.97-1.45) ——
0.2 0.5 1 2

Peto OR (95% ClI)

Proportions do not correspond directly to pooled ORs, as weighting in
meta-analysis models differs from this approach. CRC indicates colorectal
cancer; CVD, cardiovascular disease; Gl, gastrointestinal; RCT, randomized
clinical trial; MI, myocardial infarction; OR, odds ratio.

2 Pooled results with only 2 studies are shown for illustrative purposes only.

(presented forillustrative purposes only) from these 2 RCTs showed
that aspirin use for 7 to 10 years was associated with a significantly
lower risk of CRC mortality at long-term follow-up, including both
trial and observational period events (OR, 0.77 [95% Cl, 0.61-
0.98]; I = 39.9%) (Figure 3). The individual results from the TPT
were statistically significant (OR, 0.62 [95% Cl, 0.41-0.94), but the
individual results from the WHS were not (OR, 0.86 [95% Cl, 0.64-
1.16]). The WHS also provided data on CRC mortality at 26 years,
showing no statistically significant reduction in CRC mortality (OR,
0.96 [95% Cl, 0.74-1.24]) (I.-M. Lee, ScD, Harvard Medical School,
written communication, November 23, 2020).

Overall, among included studies, the number of deaths due to
CRC were relatively low, and these studies were likely not powered
to assess the effect of aspirin on CRC mortality. Further, these ef-
fects were not adjusted for CRC screening or risk factors.

Sensitivity Analyses

For all CRC outcomes, results were similar in sensitivity analyses in-
cluding studies of secondary CVD prevention populations (eFig-
ures 2-12 in the Supplement).

Harms of Intervention
Key Question 2. Does regular aspirin use increase major gastroin-

testinal bleeding, intracranial bleeding, or other serious harms?

JAMA April 26,2022 Volume 327, Number 16

Twelve RCTs of low-dose aspirin in primary prevention popula-
tions reported 1or more major bleeding harms.>726:28.29.31.3243:45,53.87
These include the 11 RCTs described above reporting CVD out-
comes and an additional pilot RCT (n = 400) that reported major gas-
trointestinal bleeding.®”

In pooled analyses, low-dose aspirin was significantly associ-
ated withincreases in all bleeding events examined, except for total
hemorrhagic stroke (Table 1, Figure 3). Statistically significant OR
point estimates ranged from 1.31to 1.58, with absolute differences
ranging from -0.2% to 1.0% in individual RCTs. The nonsignifi-
cance of the increase in total hemorrhagic stroke may be due to low
event rates (0.13% to 0.55% in control groups) and wide confi-
dence intervals.

Sensitivity Analyses

For the outcome of extracranial bleeding, RCTs that were partly or
fully conducted prior to 2001 (when the ATP IlI guidelines led to
widespread statin use) showed larger increases in bleeding risk
than RCTs conducted after 2001, with confidence intervals that
did not overlap. Detailed results of sensitivity analyses are avail-
able in the full report.’®

Key Questions 1a and 2a. Does the effect vary in specific a priori
populations defined by age, sex, 10-year cardiovascular risk, diag-
nosis of diabetes mellitus, or race and ethnicity?

jama.com
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Specific Populations | For CVD, CRC, and bleeding outcomes, syn-
thesis and critical appraisal of subanalyses did not provide strong
evidence to suggest effect modification in different population
groups—by age, sex, diabetes status, baseline CVD risk strata, or race
and ethnicity.'®

Key Questions 1b and 2b. Does the effect vary by dose or duration
of aspirin use?

Dose | For all CVD, CRC, and bleeding outcomes, sensitivity analy-
ses showed similar pooled results for trials administering any dose
of aspirin vs trials administering low-dose aspirin only (eFigures 2-12
in the Supplement).

Duration | Most trials reported time-to-event analyses for CVD
outcomes.>7-26:28:29.31.32:43.45.53 | cases in which time-to-event
analyses suggested benefit for individual CVD outcomes, benefit
generally accrued within the first 1to 2 years.2628:3245 For CRC
outcomes, follow-up period rather than aspirin duration was
more suggestive of benefit. Specifically, aspirin was only associ-
ated with a significant reduction in CRC incidence in analyses of
about 20 years of follow-up or in highly selected analyses includ-
ing only years 10 to 20 of follow-up (Figure 3). However, these
data are from 1 study using observational follow-up, and data are
too limited to determine whether there is a minimum duration of
use needed for CRC benefit. For bleeding outcomes, few trials
reported time-to-event analyses, limiting examination of harms
by duration of use.®”#>53 Among the few trials with Kaplan-Meier
curves, bleeding harms appeared to occur immediately or at
about 1year of aspirin use. Detailed results by duration are avail-
able in the full report.’®

|
Discussion

This systematic review of 11 RCTs of low-dose aspirin for primary
CVD prevention found that aspirin use was significantly associ-
ated with reduction in the odds of CVD events, including major
CVD events, total MI, and ischemic stroke, although there were
no significant reductions in CVD mortality or all-cause mortality at
up to 10 years of follow-up (Table 2). Low-dose aspirin was signifi-
cantly associated with increases in bleeding harms, including
intracranial and extracranial hemorrhage. Thus, the findings of
this meta-analysis are consistent with those of the previous sys-
tematic review conducted for the USPSTF'" as well as several
other recent meta-analyses, in demonstrating that small absolute
CVD event reductions associated with aspirin use are closely
matched by increases in major bleeding.92°¢

Use of aspirin for primary CVD prevention is widespread in
the US, with more than one-third of adults 50 years or older tak-
ing aspirin for this purpose when surveyed in 2017-2018.%” How-
ever, many international guideline panels have recently recom-
mended against routine aspirin use for primary CVD prevention
and instead recommended judicious use in those with relatively
high CVD risk and low gastrointestinal bleeding risk.%®'92 There
are no US-based externally validated risk prediction tools for
bleeding risks associated with low-dose aspirin use for the pri-
mary prevention of CVD. Risk factors consistently and indepen-
dently associated with bleeding risk in multivariable analyses

jama.com
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include older age, male sex, diabetes, liver disease, alcohol dis-
ease, peptic ulcer disease, and history of gastrointestinal issues,
such as prior gastrointestinal hospitalization.”8103105

Strategies to mitigate bleeding risk in individuals identified to
be aspirin candidates may include limiting aspirin dose, using an
aspirin formulation with enteric coating, or co-administering aspirin
with a proton pump inhibitor (PPI). This review of primary CVD pre-
vention trials did not provide sufficient evidence to make any con-
clusions about how enteric coating or dose adjustments may miti-
gate bleeding risk; however, observational evidence has shown
that higher doses are associated with higher bleeding risk.2? There
is also evidence supporting the use of PPIs to reduce upper gastro-
intestinal tract bleeding in aspirin users,'°61°8 although long-term
PPl use has been associated with osteoporosis'°®; vitamin B,
deficiency'?; and enteric infections, including Clostridioides
difficile.™ Additionally, Helicobacter pylori eradication has been
proposed to mitigate aspirin-associated bleeding risk."

A decision analysis was developed to inform USPSTF recom-
mendations.® This decision analysis assessed the overall net benefit
of aspirin for primary prevention of CVD using effect estimates of the
benefits and harms of aspirin from the present review, estimated 10-
year CVD risk from the pooled cohort equations,™ CVD event rates
from risk equations in the decision analysis simulation model, and
bleeding risk estimates by age and sex from a large New Zealand
cohort.™ The model estimated that expected lifetime net benefits
of aspirin use may be positive or negative depending on an individu-
al's age, sex, and CVD risk status. Bleeding risk estimates by age and
sex inthe US population in aspirin nonusers are not available, nor are
data on bleeding risk in any population that also accounts for other
bleeding risk factors such as smoking and diabetes; such data would
further inform future decision analyses.

Contemporary CVD risk factor management, especially wide-
spread statin use, may alter the relative importance of aspirin as a
primary prevention agent. Sensitivity analyses performed in this
review demonstrated conflicting results across outcomes
between RCTs conducted before and after the ATP IlI guideline
release in 2001. Consistent with a prior analysis comparing pre-
ATP IIl and post-ATP Il trials,"™ the sensitivity analyses showed
that major CVD event and MI benefits, as well as most bleeding
harms, were diminished in post-ATP Il trials, while ischemic
stroke emerged as a statistically significant benefit in post-ATP llI
pooled analyses. These findings are likely influenced by additional
sources of heterogeneity such as aspirin dose and trial population
characteristics. Three contemporary trials—A Study of Cardiovas-
cular Events in Diabetes (ASCEND), Aspirin to Reduce Risk of Ini-
tial Vascular Events (ARRIVE), and ASPREE—performed subgroup
analyses by statin use and found no statistically significant inter-
action between aspirin use and statin use.>” Nonetheless, statins
have taken priority in the CVD primary prevention clinical land-
scape because of their well-established CVD and mortality ben-
efits and favorable adverse effect profile.""®

Despite robust reporting of subanalyses in many specific popu-
lations, there was no compelling evidence to suggest effect modifi-
cation in different population groups by age, sex, diabetes status,
baseline CVD risk strata, or race and ethnicity. This finding was con-
sistent with a 2009 individual patient data meta-analysis.'®3
An updated individual patient data meta-analysis is anticipated
in 2022.

JAMA April 26,2022 Volume 327, Number 16
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While additional benefits for CRC prevention could potentially
change the net benefit of aspirin use, there was insufficient evi-
dence of the effect of low-dose aspirin on CRC outcomes to reach
this conclusion because of limitations in the number of reporting
trials, adequacy of follow-up duration, power, and reliance on ob-
servational follow-up. New CRC data published since the previous
review' are now available from 2 new trials,®' and additional re-
portingis available from 3 older trials (I.-M. Lee, ScD, Harvard Medi-
cal School, written communication, November 23, 2020).645° With
approximately 5 years of follow-up, the 2 new trials, which report
null effects, are too short in duration to expect a CRC incidence or
mortality benefit to accrue. However, one of these trials, ASPREE,
found a concerning and statistically significant increase in CRC mor-
tality for aspirin users over this 5-year period, apparently due to a
shift in greater late-stage cancers.”'

Sensitivity analyses for CRC outcomes included trials of sec-
ondary CVD prevention®®’? and all doses of aspirin.?"** These
sensitivity analyses examining different indications and doses of
aspirin included broader posttrial observational data, finding posi-
tive effects of aspirin use on CRC incidence for up to approxi-
mately 20 years, despite an expectation that benefits would
diminish over time as aspirin use converges (ie, individuals ran-
domized to placebo potentially initiate aspirin and those random-
ized to aspirin use potentially discontinue aspirin). These findings
are consistent with a larger evidence base of observational stud-
ies finding an association between aspirin use and CRC incidence
or mortality,"”""® although this observational literature is limited
by heterogeneity of aspirin dosages, duration of use, indications,
and populations studied. There are still relatively few studies
showing these patterns, and the study designs raise concerns
about applicability and biases associated with observational
designs, including selection bias, misclassification bias, recall bias,
and confounding. While others have raised the possibility that
aspirin may be protective for other types of cancer,"912° 2 recent
study-level meta-analyses failed to find an association between

US Preventive Services Task Force Clinical Review & Education

aspirin and cancer.?°3 A large low-dose aspirin trial examining
CRC effects at 20 years after randomization would be ideal to
examine the marginal effects of aspirin use in the context of con-
temporary CRC screening practices. Future trials should also
account for baseline CRC screening as well as CRC risk factors,
potential confounders not addressed in most of the CVD preven-
tion trials included in this review.

Limitations

There are several limitations to this systematic review. First, the main
analyses focused on primary CVD prevention literature for all out-
comes, including CVD benefits, bleeding harms, and CRC effects; sec-
ondary prevention populations were notincluded in analyses for the
bleeding outcomes because individuals with established CVD of-
ten have higher bleeding risk either due to risk factors (smoking, un-
controlled hypertension) or co-medication with anticoagulants. Sec-
ond, to maximize the number of trials pooled for CVD and bleeding
outcomes, trials with variable outcome definitions were pooled; spe-
cific outcome definitions are available in the full report.' Third, for
some trials primary composite outcomes of major CVD events were
calculated from individual outcomes for the purposes of this sys-
tematic review, potentially overestimating events as a given indi-
vidual could have experienced a nonfatal and then fatal event. Fourth,
USPSTF requirements to include only very high Human Develop-
ment Index countries precluded inclusion of the recently pub-
lished TIPS-3 trial.”' However, inclusion of this trial would not have
changed the conclusions of the review.

. |
Conclusions

Low-dose aspirin was associated with small absolute risk reduc-
tions in major cardiovascular disease events and small absolute in-
creases in major bleeding. Colorectal cancer results were less ro-
bust and highly variable.
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