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ABSTRACT
Objectives To determine if comparable older women 
and men received different durations of P2Y12 inhibitor 
therapy following acute myocardial infarction (AMI) and if 
therapy duration differences were justified by differences 
in ischaemic benefits and/or bleeding risks.
Design Retrospective cohort.
Setting 20% sample of 2007–2015 US Medicare fee- for- 
service administrative claims data.
Participants ≥66- year- old P2Y12 inhibitor new users 
following 2008–2013 AMI hospitalisation (N=30 613). 
Older women compared to older men with similar 
predicted risks of study outcomes.
Primary and secondary outcome measures Primary 
outcome: P2Y12 inhibitor duration (modelled as risk of 
therapy discontinuation). Secondary outcomes: clinical 
events while on P2Y12 inhibitor therapy, including (1) death/
hospice admission, (2) composite of ischaemic events 
(AMI/stroke/revascularisation) and (3) hospitalised bleeds. 
Cause- specific risks and relative risks (RRs) estimated 
using Aalen- Johansen cumulative incidence curves and 
bootstrapped 95% CIs.
Results 10 486 women matched to 10 486 men with 
comparable predicted risks of all 4 study outcomes. No 
difference in treatment discontinuation was observed at 
12 months (women 31.2% risk; men 30.9% risk; RR 1.01; 
95% CI 0.97 to 1.05), but women were more likely than 
men to discontinue therapy at 24 months (54.4% and 
52.9% risk, respectively; RR 1.03; 95% CI 1.00 to 1.05). 
Among patients who did not discontinue P2Y12 inhibitor 
therapy, women had lower 24- month risks of ischaemic 
outcomes than men (13.1% and 14.7%, respectively; RR 
0.90; 95% CI 0.84 to 0.96), potentially lower 24- month 
risks of death/hospice admission (5.0% and 5.5%, 

respectively; RR 0.91; 95% CI 0.82 to 1.02), but women 
and men both had 2.5% 24- month bleeding risks (RR 
0.98; 95% CI 0.82 to 1.14).

Strengths and limitations of this study

 ► Women experience acute myocardial infarctions dif-
ferently than men, but matching on predicted risks 
of study outcomes allowed identification of women 
and men more likely to be clinically comparable.

 ► Using Aalen- Johansen cumulative incidence curves 
allowed calculation of cause- specific risks for all 
study outcomes without overinflating hazards as 
seen with cause- specific proportional hazards 
models.

 ► Medication stop dates are not available in adminis-
trative claims data, making treatment discontinua-
tion misclassification as non- adherence—and vice 
versa—a measurement error concern that is only 
addressable through sensitivity analyses in this data 
source.

 ► Claims- based measures of medication utilisation 
may underestimate or overestimate a patient’s ac-
tual medication use, but claims measures of med-
ication utilisation have been shown to correlate 
well with other adherence measures and clinical 
outcomes.

 ► The rates of outcomes that may influence reasons 
to continue or stop P2Y12 inhibitors—as well as 
patient characteristics predicting adherence be-
haviours—were adjusted for, but it was not possible 
to determine the reason patients discontinued P2Y

12 
inhibitor therapy.
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Conclusions Risks for death/hospice and ischaemic events were lower 
among women still taking a P2Y12 inhibitor than comparable men, with 
no difference in bleeding risks. Shorter P2Y12 inhibitor durations in older 
women than comparable men observed between 12 and 24 months post- 
AMI may reflect a disparity that is not justified by differences in clinical 
need.

INTRODUCTION
A coronary artery obstruction—blocking blood flow and 
delivery of oxygen and nutrients to heart muscle tissue, 
leading to necrosis—is the most common cause of an 
acute myocardial infarction (AMI).1 Coronary artery 
disease has the largest global morbidity and mortality 
burden of any condition, with ~7 million AMIs occurring 
worldwide2 and >600 000 AMI hospitalisations in the US 
annually.3 Pharmacotherapies with significant benefit 
and minimal risk—each having a different mechanism 
for secondary prevention—are often recommended to 
continue indefinitely after AMI hospital discharge and 
include (1) statins; (2) either ACE inhibitors or angio-
tensin II receptor blockers (ARBs) and potentially, (3) 
beta- blockers.4–10 However, dual antiplatelet therapy 
(DAPT)—consisting of low- dose aspirin plus a P2Y12 
inhibitor—comes with a substantial bleeding risk in addi-
tion to its benefit in preventing ischaemic events.

The increased bleeding risk of DAPT has led to consider-
able debate and several randomised clinical trials (RCTs) 
regarding the optimal P2Y12 inhibitor duration.11–17 
Women and men experience AMIs differently, including 
differences in pathophysiology and symptom presenta-
tion,18–20 and women may have a greater bleeding risk 
than men while taking a P2Y12 inhibitor.11 21 Additionally, 
several RCT subgroup analyses suggest women may not 
benefit as much as men from longer P2Y12 inhibitor dura-
tions.12–17 Despite these complexities, clinical guidelines 
recommend similar P2Y12 inhibitor durations for men 
and women in most circumstances.4–8 11 22–29

Disparities by patient sex in receipt of guideline- 
recommended post- AMI secondary prevention are 
known to exist,30–33 but the potential increased bleeding 
risks among women may justify shorter P2Y12 inhibitor 
durations compared with men. In the Patterns of Non- 
Adherence to Antiplatelet Regimens in Stented Patients 
(PARIS) registry, physician- recommended discontinua-
tion of DAPT was 11% more likely among women than 
men at any point in the 2 years following percutaneous 
coronary intervention (PCI) with stent placement.21 
However, this study did not account for rates of death, 
ischaemic events, and bleeding events while on DAPT, 
potentially valid clinical reasons for treatment duration 
to differ by patient sex. Thus, it is unclear how much of 
the observed difference in DAPT durations between men 
and women from PARIS is attributable to a disparity vs 
appropriate discontinuation based on differences in the 
ischaemic- benefit/bleeding- risk trade- off.

Additionally, among older US Medicare beneficiaries, 
the clinical differences in AMIs by sex are less striking 
than among younger patients,18 19 and women account 

for ~50% of AMI hospitalisations.34 35 The ischaemic- 
benefit/bleeding- risk trade- off is even more uncer-
tain in these older women who are under- represented 
in RCTs.12–15 36–38 This raises an important question of 
whether stopping P2Y12 inhibitor therapy earlier in older 
women than older men post- AMI reflects appropriate 
benefit- risk trade- off or a quality- of- care disparity by 
patient sex.

Therefore, the primary purpose of this study was to 
determine—after accounting for baseline characteristics 
and potential differences in rates of death, ischaemic 
events and bleeding events—if older women compared 
with older men received different P2Y12 inhibitor dura-
tions after an AMI. Additionally, this study aimed to deter-
mine if the risks of death, ischaemic events, and bleeding 
events following an AMI differed between older women 
and comparable older men while taking a P2Y12 inhibitor.

METHODS
The primary data source was a 20% sample of 2007–2015 
fee- for- service Medicare claims including enrolment 
summary, medical service claims and prescription claims. 
Medicare is available to nearly all US citizens and legal 
residents ≥65 years old, and in 2009, >95% received some 
coverage from Medicare.39–42 Medicare beneficiaries ≥65 
years old are fairly representative of the general 65+ US 
population. Over 70% of Medicare beneficiaries over 65 
are covered by fee- for- service plans, which can include 
Parts A, B and D. Inpatient/hospital coverage (Part A) is 
available without a premium to most beneficiaries. Part 
B is optional coverage for outpatient services and proce-
dures that ~90% of fee- for- service Medicare beneficiaries 
over 65 receive. Over 2/3 of Medicare beneficiaries have 
Part D coverage for prescription medications.43

Prescriber characteristics were identified by linking 
unique prescriber identifiers from prescription claims 
to Medicare Data on Provider Practice and Specialty files 
and linking National Provider Identifier numbers to CMS 
National Plan and Provider Enumeration System public 
files. Contextual characteristics were identified by geoc-
oding patient 9- digit residential ZIP codes to US Census 
Block Groups and linking to publicly available US Census 
2010 Summary Files and 2007–2011 American Commu-
nity Survey 5- Year Summary Files.

Eligibility criteria (figure 1) included (1) index AMI 
hospitalisation (primary or secondary inpatient Interna-
tional Classification of Diseases, Ninth Revision (ICD- 9) 
code 410.x144) between 1 January 2008 and 30 September 
2013; (2) ≥66 years old; (3) ≥12 months pre- AMI contin-
uous enrolment in Medicare Parts A, B and D; (4) 
discharged to home/self- care and survived ≥30 days with 
continuous enrolment; (5) no AMI hospitalisation, PCI, 
coronary artery bypass graft surgery (CABG) or prescrip-
tion claim for P2Y12 inhibitors in 12 months pre- AMI; (6) 
no recurrent AMI, ischaemic stroke or hospitalised bleed 
in 30 days post- AMI and (7) P2Y12 inhibitor prescription 
claim between hospital admission date and within 30 
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days postdischarge. Excluding patients in criterion (5)—
previous indications for/use of P2Y12 inhibitors—and 
including patients in criterion (7)—filling a P2Y12 inhib-
itor—made this a ‘new user’ cohort.45

See online supplemental methods S1 for a detailed 
description and rationale for study eligibility criteria. 

While patients discharged to a nursing home or skilled 
nursing facility are an important and vulnerable popu-
lation, their medications may be billed outside Part 
D plans46; our study was limited to home/self- care 
discharges where medication utilisation could be readily 
measured in Part D claims. Some exclusions were made 

Figure 1 P2Y12 inhibitor new user cohort eligibility. AMI, acute myocardial infarction; CABG, coronary artery bypass surgery; 
ESRD, end- stage renal disease; PCI, percutaneous coronary intervention; SNF, skilled nursing facility.
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regarding important variables for the larger project asso-
ciated with this cohort. There were 33/57 269 patients 
(<0.1%) excluded if ZIP code or neighbourhood 
measures needed to calculate contextual characteristics 
were missing, as well as 160/30 773 P2Y12 inhibitor new 
users (0.5%) due to missing prescriber sex regarding 
P2Y12 inhibitor prescription fills.

A retrospective cohort design was used (online supple-
mental figure S1). The 12 months pre- AMI were used to 
establish eligibility criteria and measure baseline comor-
bidities and healthcare utilisation. Concurrent medica-
tions were measured 6 months pre- AMI. The first month 
post- AMI discharge was used to identify P2Y12 inhibitor 
new users and measure early post- AMI medications and 
follow- up with providers. Patients were followed until 
censored from loss of fee- for- service continuous enrol-
ment, experiencing a study outcome or end of follow- up 
(720- day maximum).

Exposure
The exposure was patient sex, as reported in enrolment 
summary files. Male patients were the reference group.

Primary outcome
The primary outcome was P2Y12 inhibitor therapy dura-
tion, defined as time to treatment discontinuation. In 
prescription claims data, no direct measure of treatment 
discontinuation exists. Using days supply reported in Part 
D prescription claims, P2Y12 inhibitor therapy availability 
was measured during each day of follow- up, adjusting 
for oversupply and hospitalisations.47 48 To differentiate 
therapy discontinuation from non- adherence in prescrip-
tion claims data, the ‘gap days’ approach was used.49 After 
30 consecutive non- hospitalised days without therapy 
available, patients were assigned a therapy stop date of the 
last day of that 30- day drug- free interval. Inpatient days 
did not count towards the drug- free interval measure-
ment; once patients were discharged, the counting of 
drug- free days resumed where it was before the hospital-
isation began. Therapy duration was modelled as risk of 
treatment discontinuation.

Secondary outcomes
Secondary outcomes were clinical events that occurred 
while patients were still taking a P2Y12 inhibitor. Clinical 
outcomes where prescribers would likely re- evaluate the 
ischaemic- benefit/bleeding- risk trade- off of P2Y12 inhib-
itor therapy and make decisions to stop therapy earlier or 
continue therapy longer than originally planned were of 
interest. These outcomes included (1) death or hospice 
admission50; (2) a composite of ischaemic events (recur-
rent AMI, ischaemic stroke or coronary revascularisation 
procedures) and (3) hospitalised bleeding events. See 
online supplemental table S1 for details regarding these 
measures and their algorithms.

Covariates
Andersen’s Behavioral Model of Health Services Use,51 
the Chronic Care Model,52 and the Braveman conceptual 

framework on social determinants of health53 were used 
to develop this study’s research framework. Covariates of 
interest described below included patient, prescriber and 
contextual characteristics. For a full list of all covariates, 
see online supplemental table S2.

Patient characteristics
Based on Andersen’s Behavioral Model,51 patient char-
acteristics were separated into (1) predisposing, (2) 
enabling, (3) patient- perceived need and (4) prescriber- 
perceived need characteristics.

Predisposing patient characteristics include individual 
sociodemographic characteristics such as age and race/
ethnicity as well as individuals’ health- seeking behaviours 
that are influenced by their attitudes, values and knowl-
edge about health and health services. Specific measures 
included patient age (66–75, 76–85, 86+); race/ethnicity 
(white/non- Hispanic, black/non- Hispanic, Hispanic, 
Asian/non- Hispanic, other/non- Hispanic) and pre- AMI 
health- seeking behaviours (wellness visit and receipt of 
influenza or pneumococcal vaccine).

Enabling patient characteristics are personal resources 
that allow easier access to health services. These included 
dual Medicaid and Medicare eligibility and patient out- of- 
pocket cost for the first P2Y12 inhibitor filled.

Patient- perceived need characteristics were split into 
factors associated with patients’ pre- AMI understanding 
of their general health status, general experience during 
the index AMI admission which may indirectly influence 
understanding of their AMI severity and use of early post-
discharge care recommended for nearly all post- AMI 
patients. These included pre- AMI healthcare utilisation 
(eg, primary care provider (PCP) visits and inpatient 
admissions); pre- AMI conditions (number of comorbid-
ities measured by Charlson Comorbidity Index, depres-
sion, dementia/Alzheimer’s disease); number of pre- AMI 
chronic medications; index AMI characteristics (length 
of stay and admission to intensive and/or coronary care 
unit); early post- AMI use of secondary prevention medi-
cations (statin, ACE inhibitor or ARB, beta- blocker) and 
early post- AMI follow- up with a PCP and/or cardiologist.

Prescriber- perceived need characteristics were related 
to prescribers’ perceptions of patients’ risk of future 
ischaemic and/or bleeding events based on clinically 
evaluated factors. These included pre- AMI conditions 
(eg, diabetes, heart failure, atrial fibrillation, history 
of bleeding); pre- AMI use of specific medications (eg, 
statin, ACE inhibitor/ARB, beta- blocker, anticoagulant 
and other medications with potential P2Y12 inhibitor 
drug- drug interactions); index AMI hospitalisation char-
acteristics (eg, index AMI intervention strategy (PCI with 
drug- eluting stent, PCI with bare- metal stent, PCI without 
mention of stent, CABG, medical management/fibri-
nolysis)); index AMI events (eg, bleeding event, acute 
kidney injury) and early post- AMI medication use (index 
P2Y12 inhibitor (brand- name clopidogrel, generic clopi-
dogrel, brand- name prasugrel, brand- name ticagrelor) 
and proton- pump inhibitor).
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Prescriber characteristics
While claims data allow for easy identification of a medi-
cation’s prescriber, no claims are submitted for discontin-
uing medications. To identify the prescriber most likely 
to make long- term decisions regarding secondary AMI 
prevention, a single prescriber was attributed to each 
patient who prescribed the greatest number of 30- day 
post- AMI cardiovascular medications.54 This prescrib-
er’s sex, specialty (cardiologist vs PCP), and age were 
measured. Prescriber age was the only variable with 
missing values in the final cohort (1.3%) and was stochas-
tically imputed.55 56

Contextual characteristics
Measured contextual characteristics included US Census 
Divisions to account for regional differences in post- AMI 
care patterns and outcomes,57 residence within a metro-
politan statistical area, neighbourhood segregation using 
location quotient (LQ) measures58 and relative neigh-
bourhood socioeconomic disadvantage using index of 
concentration at the extremes (ICE) measures.59 See 
online supplemental equation S1 for additional details 
on LQ and ICE measures.

Statistical analysis
All analyses were conducted with SAS V.9.4 (SAS Insti-
tute). Distributions of characteristics were described in 
the full cohort and by patient sex. As described below, 
matching on disease risk scores was used to adjust for 
differences between men and women. Before and after 
matching, absolute standardised differences (ASDs) 
were calculated to assess differences in baseline charac-
teristics between men and women (ASD ≥10% represent 
significant difference).60 61 ASDs were estimated to help 
describe the balance of baseline characteristics between 
groups, but it is important to note that matching on 
DRSs balances groups on the risk of the outcome, NOT 
on the probability of exposure (like propensity scores). 
Therefore, we DID NOT expect all covariates to be well 
balanced between men and women after matching.

Disease risk score calculation and matching
DRS methodologies, like propensity scores, are used 
to adjust for confounding in observational studies.62–64 
Propensity scores predict the likelihood of receiving a 
given exposure (eg, treatment A vs B) based on measured 
covariates; patients in different exposure groups can 
then be matched or weighted using this propensity score, 
adjusting for confounding. DRSs are similar except they 
predict the likelihood of experiencing the outcome of 
interest. There are several ways to calculate DRSs and apply 
them to the final analysis to adjust for confounding.62 The 
following paragraphs describe the DRS approach we used 
and includes references that guided our decisions when 
planning the analysis.

DRSs were used to match women to men with a similar 
likelihood of P2Y12 inhibitor discontinuation, based on 
their baseline clinical ischaemic and bleeding risk factors 

as well as other patient, prescriber and contextual charac-
teristics.62 65 Using all covariates described above as well as 
patient sex, the likelihood of P2Y12 inhibitor discontinua-
tion was estimated in the full cohort using a subdistribu-
tion proportional hazards model (online supplemental 
equation S2).63 66 67 A DRS was then calculated for each 
individual patient using log- hazard coefficients for all 
variables except patient sex (ie, all patients’ DRSs calcu-
lated as though they belonged to male reference group; 
online supplemental equation S3).63 65 However, rates 
of the secondary outcomes described above may differ 
between men and women, and these represent potentially 
valid clinical reasons to make a change to P2Y12 inhibitor 
therapy (ie, continuing longer or stopping earlier than 
originally planned). Therefore, three additional DRSs 
were calculated for each of these secondary outcomes.66 
For each of these four subdistribution proportional 
hazards DRS models, all other outcome events were 
treated as competing risks.

Women were 1:1 nearest- neighbour matched to men 
on all four DRSs using Mahalanobis distance.66 68 For 
a man and woman to be eligible for matching, all four 
DRSs had to fall within a calliper of 0.2 times the pooled 
standard deviation (ie, they had to have similar predicted 
risks of all four study outcomes).64 After matching, ASDs 
were used to assess balance of all 4 DRSs between men 
and women.

Modelling outcome risk using Aalen-Johansen cumulative 
incidence curves
After matching men and women on the 4 DRSs, cause- 
specific risks for the outcomes of interest were estimated 
using the Aalen- Johansen estimator (online supplemental 
equation S4). Since P2Y12 inhibitor treatment deci-
sions would be re- evaluated when this study’s secondary 
outcomes occurred, these clinical events were considered 
competing risks for the primary outcome of P2Y12 inhib-
itor duration. Thus, we used the Aalen- Johansen esti-
mator to appropriately model the risk of these events.69 
Instead of censoring competing risks, the Aalen- Johansen 
estimator takes into account the risks of all event types 
over time and does not inflate hazards like cause- specific 
proportional hazards models.69 To avoid tied event times, 
a small amount of random noise between 0.0 and 0.1 
days was attributed to all follow- up times.69 Using Aalen- 
Johansen cumulative incidence curves, cause- specific 
risks—as well as risk differences (RDs) and relative risks 
(RRs) comparing women to men—were calculated at 
every 90- day interval for the primary outcome of P2Y12 
inhibitor discontinuation. Cause- specific risks, RDs and 
RRs were calculated at 360 and 720 days for secondary 
outcomes. Estimation of effect sizes—with CIs repre-
senting the precision and uncertainty of those esti-
mates—was our approach for scientific inference from 
this analysis, not statistical significance testing.70 71 Non- 
parametric 95% CIs were estimated with bootstrap resa-
mpling of matched- patient pairs with 2000 iterations.69 72
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Sensitivity analyses
Two sets of sensitivity analyses were conducted. First, 
the 30- day drug- free interval to measure time to P2Y12 
inhibitor discontinuation was varied to shorter (15- day) 
and longer (45- day) intervals, as recommended when 
using prescription claims to measure medication discon-
tinuation.49 Second, analyses were stratified by index 
AMI discharge date: (1) patients discharged between 1 
January 2008 and 30 June 2009 when only brand- name 
clopidogrel was available in the US market; (2) between 
1 July 2009 and 30 June 2011 when only brand- name 
clopidogrel and prasugrel were available and (3) on/
after 1 July 2011 once ticagrelor became available. Point 
estimates from sensitivity analyses that fell within 95% CIs 
from primary analyses were identified as consistent with 
primary findings.

Patient and public involvement
Neither patients nor the public were involved at any stage 
of this study.

RESULTS
Overall, 30 613 P2Y12 inhibitor new users met study eligi-
bility criteria (figure 1). The cohort was 51% female, 
50% <76 years old, 88% white/non- Hispanic, 69% had 
their index AMI managed with PCI and coronary stents, 
and 90% filled clopidogrel as their index P2Y12 inhib-
itor (table 1). This sample over- represents white/non- 
Hispanic and under- represents black/non- Hispanic and 
Hispanic individuals compared with the general 65+ US 
population; this sample is more similar compared with 
the 65+ Medicare population, but white/non- Hispanic 
and black/non- Hispanic beneficiaries are still slightly 
over- represented and under- represented, respectively.41 42 
Additionally, this population of P2Y12 inhibitor new users 
that required no history of AMI or coronary revascular-
isation in the prior 12 months is younger and healthier 
compared with other post- AMI Medicare populations we 
have previously studied.10 47 48 73

Notable differences by patient sex within this study’s 
sample included older age in women as compared with 
men, greater use of medications pre- AMI among women, 
lower likelihood of receiving post- AMI care from cardi-
ologists among women, and greater likelihood of having 
the index AMI managed medically or with fibrinolytics 
among women (ASD >10% for all; table 1). See online 
supplemental table S2 for all patient characteristics.

When only death was considered a competing risk, 
median P2Y12 inhibitor duration was 415 days (IQR 
158–720); women were on therapy slightly longer than 
men in unadjusted analyses (online supplemental figure 
S2). When all event types were considered, the earliest 
event that occurred from most to least frequent was P2Y12 
inhibitor discontinuation (52%), coronary revascular-
isation (8%), recurrent AMI or ischaemic stroke (6%), 
death (3%), hospice admission (3%) and bleed (3%); 3% 

were censored from loss of fee- for- service enrolment, and 
22% were administratively censored at 720 days.

In unadjusted Aalen- Johansen analyses (ie, before 
matching), the 720- day RD for P2Y12 inhibitor discon-
tinuation was −2.5% (95% CI −3.6 to –1.3) in women 
compared with men (online supplemental figure S3). 
The 360- day RD for ischaemic outcomes was −0.8% (95% 
CI −1.5 to –0.0) in women compared with men, but the 
magnitude of the 720- day RD was smaller (RD −0.6%; 95% 
CI −1.5 to 0.1; online supplemental figure S4). Women 
were more likely than men to experience death/hospice 
admission and bleeds, with 720- day RDs of +1.4% (95% 
CI 0.8 to 1.9) and +0.6% (95% CI 0.2 to 1.0), respectively.

Matching and overall Aalen-Johansen cumulative incidence
The four DRS distributions before matching can be seen in 
online supplemental figure S5. There were 10 486 women 
matched to 10 486 men. Because DRSs do not balance 
groups on the probability of exposure, some differences 
in baseline characteristics between men and women 
remained after matching, as expected (table 1 and online 
supplemental table S2), but all DRSs were well- balanced 
(all ASDs <10%; online supplemental table S3). Stacked 
Aalen- Johansen plots showing the cause- specific cumu-
lative incidence curves for all event types are presented 
for men and women in figure 2A,B, respectively; each 
shaded region represents the cumulative incidence for 
that specific outcome, while the entire height of the stack 
is the composite cumulative incidence (ie, risk for experi-
encing any of the study outcomes). Among this matched 
sample, 24% of men and 25% of women were event- free 
at 720 days (ie, still taking a P2Y12 inhibitor and had not 
yet experienced any of the secondary clinical outcomes). 
The cause- specific Aalen- Johansen cumulative incidence 
curves are evaluated individually for each outcome below, 
comparing female to male patients.

Primary outcome: P2Y12 inhibitor discontinuation
After matching, the 90- day risk of P2Y12 inhibitor discon-
tinuation was ~10%–11% (figure 3), and women were 
potentially more likely to discontinue therapy compared 
with men (RD +0.7%; 95% CI −0.2 to 1.5; RR 1.07; 95% 
CI 0.98 to 1.15). There were no other differences in P2Y12 
inhibitor discontinuation in women compared with men 
through 540 days. During this period, the risk of P2Y12 
inhibitor therapy discontinuation increased from approx-
imately a 31% 360- day risk to a 42% 450- day risk in both 
sexes. Between 540 and 720 days of follow- up, the cumu-
lative incidence curves began to separate, with women 
being more likely than men to discontinue P2Y12 inhib-
itor therapy (720- day RD +1.5%; 95% CI 0.1 to 2.8; 720- 
day RR 1.03; 95% CI 1.00 to 1.05).

Secondary outcomes: clinical events
After matching, the 360- day risk of death/hospice admis-
sion while taking a P2Y12 inhibitor was between 3% and 
4% in both men and women (figure 4A); the 720- day 
risk was ~5%–6%. Women were potentially less likely to 
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Table 1 Selected baseline characteristics in full cohort, by patient sex prematching, and by patient sex postmatching

Patient, prescriber and contextual 
characteristics

Prematch Postmatch

Full cohort Male Female

ASD*

Male Female

ASD*N=30 613 n=14 943 n=15 670 n=10 486 n=10 486

n (%)† %† %† % %† %† %

Predisposing patient characteristics

  Age

   66–75 15 297 (50.0) 58.6 41.7 34.3 56.3 46.1 20.6

   76–85 11 154 (36.4) 32.4 40.3 16.5 34.6 40.5 12.1

   86+ 4162 (13.6) 9.0 18.0 26.4 9.1 13.5 14.0

  Race/ethnicity

   White, non- Hispanic 27 033 (88.3) 89.8 86.9 9.3 90.4 88.0 7.7

   Black, non- Hispanic 1837 (6.0) 4.6 7.3 11.6 4.6 6.7 9.2

   Hispanic 730 (2.4) 2.1 2.7 4.0 2.0 2.5 3.0

   Asian, non- Hispanic 644 (2.1) 2.2 2.0 1.2 1.8 1.9 0.9

   Other 369 (1.2) 1.3 1.1 1.9 1.2 1.0 2.7

Enabling patient characteristics

  Dual Medicare/Medicaid eligibility‡ 5578 (18.2) 14.2 22.1 20.7 14.4 19.1 12.5

  Out- of- pocket index P2Y12 inhibitor cost§

   US$0 1259 (4.1) 3.1 5.0 9.6 3.0 3.7 3.7

   US$0.01–US$5.00 5926 (19.4) 15.8 22.8 17.8 16.4 21.0 11.9

   US$5.01–US$10.00 5239 (17.1) 16.1 18.1 5.2 16.1 17.3 3.3

   US$10.01–US$30.00 2407 (7.9) 8.3 7.5 3.0 8.5 7.4 4.0

   US$30.01–US$90.00 12 412 (40.5) 44.3 36.9 15.2 44.7 39.8 9.9

   >US$90.00 3370 (11.0) 12.3 9.8 8.2 11.3 10.8 1.8

Patient- perceived need

  Pre- AMI conditions¶

  Charlson Comorbidity Index

   0 11 365 (37.1) 39.1 35.3 7.8 37.8 41.0 6.6

   1–2 12 358 (40.4) 38.4 42.2 7.7 40.6 42.2 3.1

   3–4 4721 (15.4) 15.3 15.5 0.7 15.3 12.3 8.7

   5–7 1678 (5.5) 5.5 5.4 0.3 4.9 3.7 6.4

   8+ 491 (1.6) 1.7 1.5 1.3 1.3 0.9 4.2

  Depression 3417 (11.2) 7.6 14.5 22.0 7.6 12.9 17.4

  Dementia/Alzheimer’s** 1750 (5.7) 4.4 7.0 11.5 4.0 4.4 2.0

  Pre- AMI medications††

   Chronic medications‡‡

    0 3493 (11.4) 14.8 8.2 20.6 13.5 9.9 11.4

    1–3 10 112 (33.0) 36.5 29.7 14.5 35.9 34.1 3.9

    4–6 9479 (31.0) 28.9 32.9 8.5 30.9 33.4 5.4

    7–9 4889 (16.0) 13.4 18.4 13.7 13.8 15.6 5.3

    10+ 2640 (8.6) 6.4 10.8 15.8 5.9 7.1 4.7

  Post- AMI secondary prevention medications§§

   Statin

    None 4416 (14.4) 14.0 14.8 2.1 12.9 13.0 0.4

    Filled prescription 22 967 (75.0) 74.6 75.4 1.7 76.2 77.8 3.9

    Remaining pre- AMI supply 3230 (10.6) 11.3 9.8 4.9 10.9 9.2 5.9

Continued
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Patient, prescriber and contextual 
characteristics

Prematch Postmatch

Full cohort Male Female

ASD*

Male Female

ASD*N=30 613 n=14 943 n=15 670 n=10 486 n=10 486

n (%)† %† %† % %† %† %

   ACE inhibitor or ARB

    None 8002 (26.1) 27.6 24.8 6.3 26.0 24.5 3.5

    Filled prescription 18 315 (59.8) 58.3 61.3 6.2 59.4 62.0 5.2

    Remaining pre- AMI supply 4296 (14.0) 14.2 13.9 0.7 14.5 13.5 2.9

   Beta- blocker

    None 3042 (9.9) 10.9 9.0 6.2 10.0 8.6 4.8

    Filled prescription 24 992 (81.6) 80.5 82.7 5.7 81.3 83.3 5.1

    Remaining pre- AMI supply 2579 (8.4) 8.6 8.3 1.3 8.6 8.1 2.0

  Early post- AMI follow- up with providers§§

   None 2783 (9.1) 9.8 8.4 4.7 9.3 8.4 3.3

   Primary care provider¶¶ only 7539 (24.6) 22.7 26.5 8.9 23.4 24.9 3.4

   Cardiologist only 6937 (22.7) 25.5 20.0 13.1 23.8 22.0 4.3

   Both 13 354 (43.6) 42.1 45.1 6.0 43.5 44.8 2.7

Prescriber- perceived need

  Pre- AMI conditions¶

   Diabetes 9942 (32.5) 31.6 33.3 3.6 31.8 30.0 3.8

   Heart failure 3798 (12.4) 11.0 13.8 8.4 10.5 8.9 5.3

   Coronary artery disease 9609 (31.4) 34.7 28.2 13.9 33.3 24.4 19.6

   Cerebrovascular disease 1160 (3.8) 3.6 3.9 1.5 3.4 3.0 2.5

   Peripheral vascular disease 3746 (12.2) 11.2 13.2 5.9 10.8 10.9 0.3

   Cancer 3563 (11.6) 15.1 8.3 21.3 14.8 7.4 23.8

   Previous venous thromboembolism 1982 (6.5) 6.3 6.7 1.8 5.9 5.7 1.0

   Atrial fibrillation 2288 (7.5) 7.3 7.6 1.0 6.2 5.1 4.7

   History of bleeding event 4649 (15.2) 16.0 14.4 4.5 15.3 12.4 8.6

  Pre- AMI medications††

   Statin 13 021 (42.5) 43.3 41.8 2.9 43.7 39.9 7.6

   ACE inhibitor or ARB 14 967 (48.9) 45.3 52.3 14.2 46.2 50.0 7.8

   Beta- blocker 12 805 (41.8) 39.1 44.4 10.8 39.3 41.2 3.9

   Anticoagulant 2267 (7.4) 7.6 7.2 1.8 6.4 5.1 5.7

  Index AMI hospitalisation characteristics

   AMI intervention strategy***

    PCI with drug- eluting stent 14 554 (47.5) 50.0 45.2 9.5 53.7 47.9 11.5

    PCI with bare- metal stent 6630 (21.7) 22.9 20.5 5.9 22.2 22.0 0.4

    Other PCI 1862 (6.1) 7.0 5.3 7.1 7.0 5.7 5.1

    Coronary artery bypass surgery 1001 (3.3) 4.4 2.2 12.6 1.7 1.7 0.3

    Medical management or fibrinolytics 6566 (21.4) 15.8 26.9 27.4 15.4 22.6 18.3

   Heart failure 8126 (26.5) 23.9 29.1 11.8 24.0 22.7 2.9

   Bleeding event 1963 (6.4) 6.9 5.9 3.9 6.0 4.5 6.8

   Acute kidney injury 3227 (10.5) 10.9 10.2 2.1 10.5 7.4 10.8

  Post- AMI medications§§

   Index P2Y12 inhibitor product

    Brand- name clopidogrel 22 182 (72.5) 70.7 74.1 7.6 72.8 74.3 3.3

Table 1 Continued

Continued
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experience death/hospice admission than comparable 
men (720- day RD −0.5%; 95% CI −1.0 to 0.1; 720- day RR 
0.91; 95% CI 0.82 to 1.02).

Women were consistently less likely than men to expe-
rience the composite ischaemic outcome while taking 
a P2Y12 inhibitor, with 360- and 720- day RDs of −1.4% 
(95% CI −2.2 to –0.5) and −1.5% (95% CI −2.4 to –0.6), 
respectively (figure 4B). The 360- day risk of this outcome 
was ~10%–12% (RR women compared with men 0.88; 
95% CI 0.82 to 0.95), and the 720- day risk was ~13%–15% 
(RR 0.90; 95% CI 0.84 to 0.96).

The 360- day risk of hospitalised bleeds while taking 
a P2Y12 inhibitor was ~2% (figure 4C); the 720- day risk 
only slightly increased to 2.5%. No differences were 
observed for bleeding risks in women compared with 
men (figure 4D).

Sensitivity analyses
As expected, when varying the drug- free interval from 
30 days to 15- day and 45- day measures (ie, changing 
the definition of the time to treatment discontinuation 
measure), all absolute risk estimates for P2Y12 inhibitor 

discontinuation were inconsistent with absolute risk esti-
mates from primary analyses (online supplemental table 
S4). However, all RD and RR estimates were consistent 
and therefore did not impact our interpretation of RD 
and RR estimates from primary analyses. When evaluating 
secondary clinical outcomes, a few absolute risk estimates 
were inconsistent with results from the primary 30- day 
analyses, but all RD and RR estimates were again consis-
tent with primary analyses (online supplemental table S5).

When analyses were stratified by the index AMI 
discharge date and sample sizes were greatly reduced, 
several risk estimates for P2Y12 inhibitor discontinua-
tion were inconsistent with primary analyses, but all RD 
and RR estimates from the most recent period (patients 
discharged after 1 July 2011) were consistent with primary 
analyses, increasing our confidence that study findings 
are relevant for current clinical practice (online supple-
mental table S6). Similarly, most estimates for secondary 
clinical outcomes from the most recent period were 
consistent with primary analysis findings (online supple-
mental table S7).

Patient, prescriber and contextual 
characteristics

Prematch Postmatch

Full cohort Male Female

ASD*

Male Female

ASD*N=30 613 n=14 943 n=15 670 n=10 486 n=10 486

n (%)† %† %† % %† %† %

    Generic clopidogrel 6450 (21.1) 21.0 21.1 0.1 20.8 20.7 0.1

    Brand- name prasugrel 1470 (4.8) 6.4 3.3 14.4 4.7 3.5 6.4

    Brand- name ticagrelor 511 (1.7) 1.8 1.5 2.7 1.6 1.5 1.0

   Proton pump inhibitor

    None 23 730 (77.5) 80.7 74.5 14.8 80.7 77.3 8.4

    Omeprazole/esomeprazole 3756 (12.3) 10.2 14.2 12.3 10.2 12.7 7.8

    Lansoprazole/dexlansoprazole 441 (1.4) 1.3 1.6 2.2 1.1 1.0 1.7

    Pantoprazole/rabeprazole 2686 (8.8) 7.8 9.7 6.6 7.9 9.0 3.9

Prescriber managing post- AMI medications†††

  Male 23 601 (77.1) 78.5 75.7 6.6 78.6 75.6 7.2

  Younger (born in/after 1975) 3651 (11.9) 12.0 11.9 0.3 12.2 11.6 1.7

  Cardiologist 13 803 (45.1) 48.8 41.6 14.4 48.4 44.6 7.7

* ASD ≥10% considered significant difference between male and female patients.
†Column percentages.
‡Medicare beneficiaries dually enrolled with full Medicaid benefits at any point in 12 calendar months before through one calendar month 
after index AMI hospitalisation.
§Standardised to 30- day supply and adjusted for inflation to 2015 US$.
¶Measured 12 months pre- AMI admission date.
**Medicare Chronic Conditions Data Warehouse definition.
††Measured 6 months pre- AMI admission date.
‡‡≥2 prescription fills on separate dates for unique fourth- level ATC code.
§§Measured through 30 days post- AMI discharge date.
¶¶Primary care physician, physician assistant or nurse practitioner.
***Measured during index AMI hospitalisation; includes coronary revascularisation procedures through 30 days post- AMI discharge date.
†††Prescriber of most cardiovascular medications for patient during 30 days post- AMI.
AMI, acute myocardial infarction; ARB, angiotensin II receptor blocker; ASD, absolute standardised difference; ATC, Anatomical Therapeutic 
Chemical Classification System; PCI, percutaneous coronary intervention.;

Table 1 Continued
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DISCUSSION
In this study of older adults hospitalised for AMI and then 
initiated on P2Y12 inhibitor therapy, women were matched 
to men who had similar DRSs for four separate outcomes: 
(1) P2Y12 inhibitor discontinuation, (2) death/hospice 
admission, (3) composite ischaemic outcomes and (4) 
hospitalised bleed. We observed several key findings. 
First, among women and men with comparable predicted 
risks for all four outcomes, there was no observed differ-
ence in the risk of P2Y12 inhibitor discontinuation during 
the first 540 days (1.5 years) of follow- up, but by 720 days 
(2 years), cumulative incidence curves began to separate 
with women being 1.5% more likely (95% CI 0.1 to 2.8) 
to discontinue P2Y12 inhibitor therapy than their matched 
male counterparts. Second, among patients who had 
not discontinued P2Y12 inhibitor therapy, women had a 
lower 2- year risk than men of death/hospice admission 
and the composite ischaemic outcome (RR ~0.9 for both 
outcomes). Third, no difference in hospitalised bleeds 
was observed among matched women and men while 
taking a P2Y12 inhibitor. Fourth, among matched women 
and men, more than 20% of patients had not experienced 

a clinical event and were still taking their P2Y12 inhibitor 
at 2 years.

The pattern of antiplatelet discontinuation in our 
study was similar to that observed in the PARIS study,21 
with a sharp increase in discontinuation near the 1- year 
mark of follow- up. The PARIS study results suggested 
that physician- recommended discontinuation was more 
common in women than men at any point during 2 years 
of follow- up (HR 1.11; 95% CI 1.00 to 1.22), while we 
found (1) no difference in the risk of therapy discon-
tinuation during the first 1.5 years of follow- up and (2) 
women were more likely than comparable men to discon-
tinue therapy at 2 years (RR 1.03; 95% CI 1.00 to 1.05). 
Additionally, the clinical outcome findings were different 
between our study and PARIS. In women compared 
with men, the PARIS study observed no difference for 
the outcomes of major adverse cardiac events (HR 1.04; 
95% CI 0.86 to 1.27) or death (HR 1.16; 95% CI 0.87 
to 1.54),21 while we found women were less likely than 
comparable men to experience the composite ischaemic 
outcome (2- year RR 0.90; 95% CI 0.84 to 0.96) and poten-
tially death/hospice admission (2- year RR 0.91; 95% CI 
0.82 to 1.02). The PARIS study also showed that women 
were more likely to experience bleeding (HR 1.39; 95% 
CI 1.02 to 1.89)21; no difference in the risk of hospitalised 
bleeds was observed between comparable women and 
men in our study (2- year RR 0.98; 95% CI 0.82 to 1.14).

The discrepancies between these two studies may be 
explained by a younger population who underwent PCI 
with stents—only 41% for acute coronary syndromes—
in PARIS,21 while our study included patients≥66 years 
old hospitalised for AMI—69% had PCI with stent(s)—
with no recent indication for or use of P2Y12 inhibitors. 
Additionally, some discrepancies are likely attributed 
to differences in measures, design and analyses. By 
restricting matching to comparable men and women 
with similar DRSs, we attempted to emulate an exper-
imental setting where prescribers are randomised to 
make treatment decisions for simulated patient cases 
where the only difference between cases is patient 
sex.30 31 PARIS had a specific physician- recommended 
discontinuation measure,21 while we adjusted for base-
line characteristics to address differential bias in adher-
ence behaviours by sex and completed 15- day and 
45- day sensitivity analyses to test our 30- day drug- free 
interval measure’s robustness to differentiate medica-
tion discontinuation from non- adherence. The PARIS 
study also measured discontinuation of any DAPT 
component (P2Y12 inhibitor or aspirin); 87% of all 
discontinuations were for P2Y12 inhibitors.74 Finally, 
since PARIS did not use an interaction term between 
sex and time, the HR for DAPT discontinuation is 
assumed to be constant during all of follow- up.75 While 
this may be true, our results suggest that among compa-
rable male and female Medicare beneficiaries, the rela-
tive rate of discontinuation begins to change after 1.5 
years. Our use of the Aalen- Johansen estimator avoids 
this assumption and allows for estimating time- specific 

Figure 2 Stacked Aalen- Johansen cumulative incidence 
curves of P2Y12 inhibitor discontinuation primary outcome 
and secondary clinical outcomes for (A) male patients and 
(B) female patients. Cumulative incidences from bottom to 
top are for (1) P2Y12 inhibitor discontinuation, (2) composite 
ischaemic events, (3) death/hospice admission and (4) 
hospitalised bleed. AMI, acute myocardial infarctions; 
Revasc, revascularisation.
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RDs and RRs, which are easier to interpret and avoid 
other issues of HRs.69 75

When patients experience clinical events like recurrent 
AMIs or hospitalised bleeds while taking a P2Y12 inhibitor, 
the ischaemic benefits and/or bleeding risks attributable 
to continuing therapy are often evident. However, clini-
cians wishing to prevent these negative outcomes must 
make difficult decisions about stopping or continuing 
P2Y12 inhibitor therapy, and the most beneficial choice 
is often not clear. We found that when older women and 
men have characteristics suggesting similar predicted 
risks of experiencing this study’s outcomes, there was no 
evidence that P2Y12 inhibitor therapy should be stopped 

earlier in women. We also found that women received a 
similar or even greater benefit from continuing therapy 
regarding ischaemic and death/hospice outcomes. There-
fore, women in this population should be given similar 
(or even greater) consideration for continuing P2Y12 
inhibitor therapy than clinically comparable men during 
the first 2 years of post- AMI follow- up. These findings 
suggest that—in most cases—women being more likely to 
discontinue P2Y12 inhibitor therapy than comparable men 
between 1.5 and 2 years post- AMI may not be justifiable by 
clinical differences and may represent disparities in care 
by sex. Since these differences just began emerging after 
1.5–2 years post- AMI, future research should evaluate 

Figure 3 Aalen- Johansen cause- specific cumulative incidence of P2Y12 inhibitor discontinuation with 95% confidence bands 
and risk, RD and RR estimates by patient sex. These cumulative incidence curves share the same denominator of numbers at 
risk with other study outcomes as part of the Aalen- Johansen estimator presented in figure 2.
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if these differences increase more over time and if any 
differences after longer follow- up are justified by clin-
ical differences between women and men. Finally, it is 
important to note that these findings should not be used 
to make general recommendations for therapy dura-
tion; instead, they suggest that P2Y12 inhibitor therapy 
should not be stopped earlier simply because a patient is 
a woman. Research is underway using dynamic marginal 

structural models to directly evaluate the clinical effec-
tiveness and safety of different P2Y12 inhibitor durations 
in older women and older men.

Limitations
The limitation of greatest concern was misclassification 
of treatment discontinuation as non- adherence and vice 
versa, which is unavoidable when using drug- free intervals 

Figure 4 Aalen- Johansen cause- specific cumulative incidences for secondary clinical outcomes while taking a P2Y12 inhibitor 
by patient sex. Cumulative incidence with 95% confidence bands for the secondary outcome of death or hospice admission 
(A), composite ischaemic events (B) and hospitalised bleed (C). Estimates of risk, RD and RR for all secondary clinical outcomes 
can be found in (D). All figures on the left are presented with the full 0%–100% risk scale, but please note, each corresponding 
magnified figure on the right has a different risk scale. All curves share the same denominator of numbers at risk as part of the 
Aalen- Johansen estimator presented in figure 2.
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to measure treatment discontinuation in prescriptions 
claims. However, our comparative RD and RR esti-
mates were robust to varying the drug- free interval, less-
ening concerns regarding this limitation. Additionally, 
adherence- related approaches in claims data may overes-
timate—if patients are not actually taking medication—
or underestimate—if medications are received outside of 
prescription plans—time to treatment discontinuation. 
However, claims measures correlate with other adherence 
measures and outcomes, and medication fills outside 
prescription plans are less common in Medicare than 
other US claims data.47

Second, our goal was to attribute treatment discontin-
uation to prescriber recommendations. We accounted 
for outcome rates of death/hospice admission, ischaemic 
events, and hospitalised bleeds. However, regarding 
patient behaviours, we only adjusted for baseline healthy- 
user/sick- stopper factors to address differential bias 
between men and women; specific measures of reasons 
for discontinuation would be ideal21 74 and would improve 
the accuracy of absolute risk estimates for treatment 
discontinuation.

Third, DRS and propensity score analyses share similar 
limitations, including residual confounding from unmea-
sured variables being possible. Additionally, we initially 
matched on DRSs for six outcomes (discontinuation, 
death, hospice, AMI/stroke, revascularisation, bleeding); 
however, matching six DRSs within callipers made the 
final sample too small, so some outcomes were combined.

Finally, our findings may not be generalisable to patients 
<66 years old, nursing home residents or healthcare 
settings outside the USA. Also, our study did not include 
patients who experienced a clinical outcome (death/
hospice, AMI/stroke/revascularisation and bleeding) in 
the 30- day postindex AMI period.

Conclusions
Among new users of P2Y12 inhibitors in Medicare, older 
women were more likely to discontinue therapy than clin-
ically comparable men between 1.5 and 2 years post- AMI. 
However, our analysis found that the risks for death/
hospice admission and composite ischaemic outcomes 
were lower among women than clinically comparable men 
among patients who had not discontinued P2Y12 inhibitor 
therapy, with no observed differences in bleeding risks. 
Thus, our findings suggest that shorter P2Y12 inhibitor 
durations received by older women than comparable 
older men may reflect a disparity that is not justified by 
differences in clinical need.
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Supplementary Methods S1. Detailed description and rationale for study eligibility criteria. 

 
To meet study eligibility (Figure 1 in the article), patients had to meet the following 

criteria: (1) hospitalization with discharge diagnosis of acute myocardial infarction (index AMI) 
with an admission date on/after January 1, 2008 and discharge date on/before September 30, 
2013; (2) ≥66 years old upon index hospital admission; (3) ≥1 year continuous enrollment in fee-
for-service Medicare Parts A, B, and D before index AMI; (4) discharged to home/self-care and 
survived ≥30 days post-index hospital discharge with continuous enrollment in Medicare Parts 
A/B/D; (5) no end-stage renal disease (ESRD) or human immunodeficiency virus (HIV) 
diagnosis in 12 months pre-AMI; (6) no previous AMI hospitalization, percutaneous coronary 
intervention (PCI; e.g. to place a coronary stent) procedure, coronary artery bypass graft surgery 
(CABG), or a prescription claim for a P2Y12 inhibitor in 12 months pre-AMI; (7) no hospice 
claim in 12 months pre-AMI through 30 days post-AMI; (8) ZIP code for residence in the 50 US 
states or Washington, D.C.; (9) no recurrent AMI, ischemic stroke, or hospitalized bleed within 
30 days post-AMI; and (10) prescription claim for a P2Y12 inhibitor between hospital admission 
date and within 30 days after index hospitalization discharge date. 

The index AMI was identified with International Classification of Diseases, Ninth 

Revision (ICD-9) codes of 410.x1 in the primary or secondary diagnosis code of Medicare 
inpatient claims. This algorithm has been found to have a positive predictive value (PPV) of 93-
95% in Medicare claims data.1 If a single patient had multiple AMI admissions, the first was 
considered the index AMI. Admissions must occur on/after January 1, 2008 because January 1, 
2007 was the earliest available data for the 12-month pre-AMI period. Index hospitalization 
discharges must occur on/before September 30, 2013 because patients were followed for a 
maximum of 2 years, the last date of available data is December 31, 2015, and data from October 
1 to December 31, 2015 when the switch to ICD-10 codes occurred was not used. 

Continuous enrollment in fee-for-service Medicare Parts A, B, and D (without any 
months enrolled in a managed care plan/ health maintenance organization) ensured patients were 
observable and important measures obtainable (e.g., whether a patient continued to have 
prescription claims for a P2Y12 inhibitor medication). The 12-month pre-AMI continuous 
enrollment was required to ensure baseline ischemic and bleeding risks could be measured as 
well as health-seeking behaviors and treatment/comorbidity burden; this was measured using 
data from the 12 calendar months before the index AMI admission month. Therefore, all patients 
needed to be ≥66 years old upon their index AMI hospital admission. Continuous enrollment was 
also required for the entire AMI hospitalization through 30 days post-AMI (to measure the P2Y12 
inhibitor prescription claim inclusion criteria); this was measured using data from the calendar 
month of the index AMI admission date through the calendar month after the index AMI 
discharge date. If patients lost continuous enrollment during the follow-up period, they were 
censored as P2Y12 inhibitor use and/or clinical outcomes were immeasurable at that point.  

Discharge from the index AMI hospitalization had to be to home/self-care (discharge 
destination code was 01, 06, or 07)2 upon completion of index inpatient services. Patients were 
still be eligible for study inclusion if transferred from initial AMI hospitalization to further 
inpatient care (codes 02, 05, 30, 43, 62, 63, 65, and 66) if they then received a discharge 
destination code of 01, 06, or 07. While patients discharged to a nursing home or skilled nursing 
facility are an important and vulnerable population, they were excluded due to the inability to 
accurately assess medication-taking behavior (i.e., continuing to fill prescriptions for P2Y12 
inhibitors) given that medications may be billed outside of Part D plans.3 
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Patients were excluded if they were identified as having ESRD by (1) ICD-9 code 585.6 
in any position in inpatient or outpatient claim with additional evidence of using dialysis; (2) 
patients using dialysis in the absence of acute renal failure [ICD-9 code 548.x]; or (3) indication 
from the Medicare beneficiary summary file that the patient is eligible for Medicare benefits due 
to ESRD. Patients with ESRD were excluded because they are more likely to have a shorter life 
expectancy (i.e., lack of need for long-term P2Y12 inhibitor therapy), and therapy duration 
measurement error from using days’ supply in the prescription claims data was possible: 
medication dosing changes frequently in ESRD based on a patient’s fluid status when they are 
managed with dialysis. 

Patients with HIV (ICD-9 code 042-044 in any position in inpatient or outpatient claim) 
were excluded because several antiretrovirals and medications used to treat opportunistic 
infections in immunocompromised patients have significant drug interactions through the 
CYP2C19 and CYP3A4 metabolic pathways that warrant avoiding their combined therapy with 
P2Y12 inhibitors.4-9 Patients with HIV were expected to make up <0.1% of this population.10  

Eligibility criterion (6)—along with criterion (10)—made this a “new user” cohort. 
Prevalent users of medications (defined here as people who were already taking medication, 
mutually exclusive from new users) often differ significantly from new users of a medication. 
First, risks associated with taking a medication (e.g., adverse drug effects like bleeding events), 
as well as risk reductions (e.g., prevention of ischemic events like AMIs), are often time-
varying.11 If prevalent users and new users of medications are mixed in a single a cohort, it can 
be difficult (or often impossible in administrative claims data) to account for time-varying 
hazards when assessing the safety and effectiveness of medications. These time-varying hazards 
also apply to patient medication-taking behaviors (i.e., adherence and persistence). Additionally, 
if prevalent users were included in the proposed study, covariates measured during the 12-month 
pre-AMI baseline period may be affected by previous use of the medication.11,12 Finally, duration 
of P2Y12 inhibitor therapy (this study’s primary outcome) would not be measurable in prevalent 
users if they had been taking the medication for >12 months pre-AMI. Patients with a recent 
AMI or a recent PCI or CABG procedure were also excluded because these are recent 
indications to take a P2Y12 inhibitor. These patients may have been prescribed a P2Y12 inhibitor 
but never filled it (primary nonadherence, which is unobservable in our data), and they may have 
different beliefs and attitudes about medications compared to patients with a new indication.  

Patients with a hospice claim 12 months pre-AMI through 30 days post-AMI were 
excluded. Even if these patients initiated P2Y12 inhibitor therapy, it was hypothesized their life 
expectancy was much lower compared to other patients in the study, and therefore, the research 
question was not as applicable to these patients. 

Contextual factors were of interest for the present study and these data sources were 
linked to claims data through geocoding of 9-digit ZIP codes. Since the datasets with information 
on contextual factors only reported data for the 50 US states and Washington, D.C., patients with 
residential ZIP codes outside of these areas (or missing) were excluded from the study. 

Patients experiencing recurrent AMI, ischemic stroke, or hospitalized bleed within 30 
days post-AMI were excluded. Since exposure to P2Y12 inhibitor initiation was measured 
through the first 30 days post-AMI, these patients had already experienced one of the primary 
outcomes of the study before follow-up began. Therefore, these patients were excluded given the 
difficulty in interpreting findings for these patients and the potential that the research question 
was less applicable to them. 
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Confounding by indication is a major issue when comparing new users and non-users 
when important clinical variables may be unmeasured (e.g., the degree of stenosis in coronary 
arteries, lab values); additionally, confounders related to health beliefs and attitudes may explain 
why some patients did not receive a medication (i.e., they decided not fill it), and these variables 
were unmeasurable in administrative claims data.11 Therefore, criterion (10) restricted the study 
sample to patients who both were prescribed and filled their P2Y12 inhibitor prescription between 
hospital admission and 30 days post-discharge; this minimized the impact of these biases and 
increased the likelihood the index AMI was the treatment indication for P2Y12 inhibitor therapy.  

Finally, 160/30,773 P2Y12 inhibitor new users (0.5%) were excluded due to missingness 
of prescriber sex for P2Y12 inhibitor prescription fills. Prescriber sex was an important measure 
for the larger project associated with this cohort, and 0.5% was small enough that we believed 
excluding these patients was unlikely to bias effect estimates for this study. 
 
 
References 
 
1. Kiyota Y, Schneeweiss S, Glynn RJ, Cannuscio CC, Avorn J, Solomon DH. Accuracy of 

Medicare claims-based diagnosis of acute myocardial infarction: estimating positive 
predictive value on the basis of review of hospital records. Am Heart J. 2004;148(1):99-104. 

2. Patient Discharge Status Code. ResDAC Research Data Assistance Center. 
https://www.resdac.org/cms-data/variables/patient-discharge-status-code. Accessed February 
24, 2018. 

3. Pimentel CB, Lapane KL, Briesacher BA. Medicare part D and long-term care: a systematic 
review of quantitative and qualitative evidence. Drugs & aging. 2013;30(9):701-720. 

4. Cytochrome P450 3A4 (CYP3A4) inhibitors and inducers. Lexicomp (accessed through 
UpToDate). 
https://www.uptodate.com/contents/image?imageKey=CARD%2F76992&topicKey=ID%2F
495&search=cyp3a4%20inhibitors&rank=2~150&source=see_link. Accessed March 1, 
2018. 

5. Prasugrel: Drug information. Lexicomp (accessed through UpToDate); 2016. 
www.uptodate.com. Accessed March 1, 2018. 

6. Ticagrelor: Drug information. Lexicomp (accessed through UpToDate); 2017. 
www.uptodate.com. Accessed March 1, 2018. 

7. Clopidogrel: Drug information. Lexicomp (accessed through UpToDate); 2018. 
www.uptodate.com. Accessed March 1, 2018. 

8. Horn JR, Hansten PD. Get to Know an Enzyme: CYP2C19. Pharmacy Times May 1, 2008. 
Available at https://www.pharmacytimes.com/view/2008-05-8538. Accessed September 16, 
2021 

9. Lexicomp Drug Interactions. Lexicomp (accessed through UpToDate). 
www.uptodate.com/drug-interactions. Accessed March 1, 2018. 

10. Hickson RP, Robinson JG, Annis IE, et al. Changes in Statin Adherence Following an Acute 
Myocardial Infarction Among Older Adults: Patient Predictors and the Association With 
Follow-Up With Primary Care Providers and/or Cardiologists. Journal of the American Heart 
Association. 2017;6(10):e007106. 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2021-050236:e050236. 11 2021;BMJ Open, et al. Hickson RP

https://www.resdac.org/cms-data/variables/patient-discharge-status-code
https://www.uptodate.com/contents/image?imageKey=CARD%2F76992&topicKey=ID%2F495&search=cyp3a4%20inhibitors&rank=2~150&source=see_link
https://www.uptodate.com/contents/image?imageKey=CARD%2F76992&topicKey=ID%2F495&search=cyp3a4%20inhibitors&rank=2~150&source=see_link
http://www.uptodate.com/
http://www.uptodate.com/
http://www.uptodate.com/
https://www.pharmacytimes.com/view/2008-05-8538
http://www.uptodate.com/drug-interactions


6 
 

11. Lund JL, Richardson DB, Sturmer T. The active comparator, new user study design in 
pharmacoepidemiology: historical foundations and contemporary application. Current 
epidemiology reports. 2015;2(4):221-228. 

12. Ray WA. Evaluating medication effects outside of clinical trials: new-user designs. 
American journal of epidemiology. 2003;158(9):915-920. 
  

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ Open

 doi: 10.1136/bmjopen-2021-050236:e050236. 11 2021;BMJ Open, et al. Hickson RP



7 
 

Supplementary Equation S1. Equations for contextual measures of neighborhood 

segregation (location quotient1) and relative neighborhood socioeconomic disadvantage 

(index of concentration at the extremes2). 

 𝐿𝑄𝑖,𝑗,𝑘,𝑚 = 𝑥𝑗,𝑚/𝑛𝑗𝑋𝑘,𝑚/𝑁𝑘 

 

In our study, the location quotient (LQ) was calculated for patient i, residing within 
neighborhood j, where neighborhood j is located within county k. The LQ for each separate 
characteristic m was calculated by taking the proportion from the numerator representing the 
neighborhood level divided by the proportion from the denominator representing the county 
level. The proportion in the numerator was calculated by taking xj,m (the number of people or 
units with that characteristic m within neighborhood j) divided by nj (the total number of people 
or units in neighborhood j). The proportion in the denominator was calculated by taking Xk,m (the 
number of people or units with that characteristic m within county k) divided by Nk (the total 
number of people or units in county k). The LQ is a ratio of ratios, bound between 0 and infinity. 
Values of 1 mean the neighborhood characteristics are the same as the county; values >1 mean a 
characteristic is more concentrated within a neighborhood than the surrounding county.   
 

Location quotient (LQ) measures (m)* xj,m and Xk,m nj and Nk 

 Segregation by age Adults over ≥65 years old All residents 
 Segregation by education Adults with no high school diploma Adults 

 Segregation by income Households below median US 
household income 

All households 

  
Segregation by race/ethnicity All minorities (i.e. everyone who is 

NOT White/non-Hispanic) 
All residents 

*LQ measures compared neighborhood (identified by US Census Block Group) characteristics 
to county characteristics in this study; values of 1 mean the characteristic has the same 
prevalence in the neighborhood and surrounding county.  

 

 

 

 𝐼𝐶𝐸𝑖,𝑗,𝑚 = (𝑃𝑗,𝑚 − 𝐷𝑗,𝑚)𝑇𝑗  

 

In our study, the index of concentration at the extremes (ICE) was calculated for patient i, 
residing within neighborhood j. The ICE for each separate characteristic m was calculated by 
taking the difference in the numerator divided by the total number of people or units in the 
denominator. The difference in the numerator was calculated by taking Pj,m (the number of 
people or units in neighborhood j who belong to a more socioeconomically privileged category 
of m) minus Dj,m (the number of people or units in neighborhood j who belong to a more 
socioeconomically disadvantaged category of m). The denominator was Tj,m (the total number of 
people or units in neighborhood j). ICE measures are bound between -1 (most disadvantaged) 
and +1 (most privileged), with values of 0 meaning either (a) no neighborhood residents fall into 
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either category, or (b) there is otherwise an equal number of people in the privileged and 
disadvantaged categories.   
 

 

Index of concentration at the 
extremes (ICE) measures (m)** 

Privileged groups 
(Pj,m) 

Disadvantaged groups 
(Dj,m) 

Tj 

 
Relative socioeconomic 
disadvantage by age 

Adults 25-49 years 
old 

Adults ≥65 years old All 
residents 

 
Relative socioeconomic 
disadvantage by education 

Adults with 
Bachelor’s degree or 
higher 

Adults with no high 
school diploma 

All adults 
≥25 years 
old 

 

Relative socioeconomic 
disadvantage by income 

Households with 
annual income 
>$100,000 

Households with 
annual income 
<$25,000 

All 
households 

 
Relative socioeconomic 
disadvantage by 
race/ethnicity 

White/non-Hispanic 
individuals 

All individuals 
belonging to 
race/ethnicity minority 

All 
residents 

**ICE measures provided details about neighborhoods in this study (identified by US Census 
Block Groups); values close to +1 are the most socioeconomically advantaged neighborhoods; 
values close to -1 are the most socioeconomically disadvantaged neighborhoods.   
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Supplementary Equation S2. Subdistribution hazard model to estimate likelihood of the 

primary outcome of P2Y12 inhibitor discontinuation and the secondary clinical outcomes of 

death/hospice, AMI/stroke/revascularization, and hospitalized bleed.1,2,3 

 

hj,i(t, Sexi, X0,i, M0,i) = h0,j(t)*exp(β1Sexp
i + β2SexMD

i + β3X0,i + β4M0,i) 

  
       

  

  
 

hj,i: Subdistribution hazard for patient i for event type j. The events 
of interest were P2Y12 inhibitor discontinuation (j=1); death or 
hospice admission (j=2); recurrent AMI, ischemic stroke, or 
coronary revascularization procedure (j=3); and hospitalized 
bleed (j=4)  

   
h0,j: Unspecified baseline hazard for event type j 

   
t: Time (days, continuous) 

   

Sexp
i:  The patient sex for person i (=0 for male and =1 for female) 

  

SexMD
i:  The sex of the prescriber attributed to patient i for managing 

post-AMI medications 

   

X,0,i Baseline confounding variables for patient i, including prescriber 
characteristics but not SexMD 

   

M0,i Baseline patient and contextual mediating variables for patient i 

    
β:  Model coefficients used to estimate disease risk score for each 

patient 

Note: for a given subdistribution hazard model, all other outcomes were treated as competing 
risks in the subdistribution hazard model. E.g., for the model where the outcome of interest was 
death/hospice (j=2), all other outcomes (j=1, 3, 4) were treated as competing risks. 
Abbreviations: AMI, acute myocardial infarction 
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Supplementary Equation S3. Calculation of disease risk scores for the primary outcome of 

P2Y12 inhibitor discontinuation and the secondary clinical outcomes of death/hospice, 

AMI/stroke/revascularization, and hospitalized bleed.1,2 

 

DRSi,j = β2SexMD
i + β3X0,i + β4M0,i 

  
       

  

  DRSi,j Log-hazard disease risk score for patient i predicting the hazard 
of experiencing event type j. DRS does not include the 
coefficient for the exposure of interest, β1  

  

SexMD
i:  The sex of the prescriber attributed to patient i for managing 

post-AMI medications 

   

X,0,i Baseline confounding variables for patient i, including prescriber 
characteristics but not SexMD 

   

M0,i Baseline patient and contextual mediating variables for patient i 

    
β:  Model coefficients used to estimate disease risk score for each 

patient 

Note: β1 (the coefficient for patient sex) was not included in the calculation of DRSs (i.e. all 
patients were treated as the reference group of male patients when calculating DRSs). 
Abbreviations: AMI, acute myocardial infarction; DRS, disease risk score 
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Supplementary Equation S4. Aalen-Johansen cumulative incidence for the risk of the 

primary outcome of P2Y12 inhibitor discontinuation and the secondary clinical outcomes of 

(1) death/hospice admission, (2) recurrent AMI/ischemic stroke/coronary 

revascularization, and (3) hospitalized bleed. 

 

 𝐹(𝑡, 𝑗)𝑀 =∑𝑑𝑘𝑗𝑛𝑘 𝑆(𝑘 − 1)𝑘≤𝑡  

 𝐹(𝑡, 𝑗)𝑊 =∑𝑑𝑘𝑗𝑛𝑘 𝑆(𝑘 − 1)𝑘≤𝑡  

 

        
  

 
F(t,j): The risk calculated with the Aalen-Johansen estimator at time t for 

event type j in men (M) and in women (W) in the DRS-matched 
sample. The events of interest were P2Y12 inhibitor discontinuation 
(j=1); death or hospice admission (j=2); recurrent AMI, ischemic 
stroke, or coronary revascularization procedure (j=3); and 
hospitalized bleed (j=4) 

 
dkj: The number of events of type j occurring at time k 

 nk: The number of subjects at risk of the event at time k 

 
dkj/nki:  The cause-specific hazard for the event of interest at time k 

  

S(k-1):  An estimate of the overall survival function, from all event types, at 
the previous time point calculated from the Kaplan-Meier estimator 

 Abbreviations: AMI, acute myocardial infarction; DRS, disease risk score 
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Supplementary Figure S1. Study design. 

 

 
Study timeline. A: Index AMI hospitalization (duration of time between admission [0i,adm] and discharge[0i,dis] is the length of stay); 
events and procedures that occurred during this admission were measured. B: Twelve-month pre-AMI period used to establish 
continuous enrollment, exclude patients with recent AMI/PCI/CABG or recent P2Y12 inhibitor use, and measure baseline 
comorbidities and healthcare utilization. C: Six-month pre-AMI period used to identify baseline concurrent medications. D: One-
month post-AMI period to identify patients who filled a P2Y12 inhibitor for study inclusion, establish continuous enrollment, and 
establish event-free survival; this period was also used to measure use of other AMI secondary prevention medications and whether 
patients followed up with a primary care provider and/or cardiologist early after hospital discharge. E: Follow-up period for the study; 
patients were followed from the day after AMI hospital discharge for a maximum of 24 months, until the first of the following: 
censored from loss of Medicare parts A, B, or D coverage; the primary outcome of P2Y12 inhibitor discontinuation; or one of the 
secondary clinical outcomes of (1) death or hospice admission, (2) recurrent AMI, ischemic stroke, or coronary revascularization 
procedure, or (3) hospitalized bleeding event. 
Abbreviations: AMI, acute myocardial infarction; CABG, coronary artery bypass surgery; PCI percutaneous coronary intervention.
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Supplementary Figure S2.  Simple unadjusted Aalen-Johansen cumulative incidence 

curves with 95% confidence bands where death was the only competing risk and estimates 

for P2Y12 inhibitor duration in days. 

 
For simple Aalen-Johansen cumulative incidence curves, only death was considered a competing 
risk. Simple unadjusted cause-specific cumulative incidence by patient sex for the outcomes of 
P2Y12 inhibitor discontinuation (A) and death (B). The median and IQR of P2Y12 inhibitor 
treatment duration are estimated for the full cohort and by patient sex can be seen in C. All 
figures on the left are presented with the full 0-100% risk scale, but please note, each 
corresponding magnified figure on the right has a different risk scale. Both curves in (A) and (B) 
share the same denominator of numbers at risk as they come from an Aalen-Johansen estimator. 
Abbreviations: IQR, interquartile range. 
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Supplementary Figure S3. Unadjusted Aalen-Johansen cause-specific cumulative incidence 

of P2Y12 inhibitor discontinuation with 95% confidence bands and risk, risk difference, 

and relative risk estimates by patient sex. 

 
Unadjusted cause-specific cumulative incidence of P2Y12 inhibitor discontinuation in the full study cohort 
(N=30,613). Death or hospice admission; recurrent AMI, ischemic stroke, or coronary revascularization 
procedure; and hospitalized bleeds were treated as 3 separate competing risks for this Aalen-Johansen 
analysis. These cumulative incidence curves share the same denominator of numbers at risk as they come 
from an Aalen-Johansen estimator (and same denominator as Figure S4 below). 
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Supplementary Figure S4. Unadjusted Aalen-Johansen cause-specific cumulative 

incidences for secondary clinical outcomes while taking a P2Y12 inhibitor by patient sex. 

 
Unadjusted cause-specific cumulative incidences for the secondary clinical outcomes by patient sex in the full 
study cohort (N=30,613). Cumulative incidence with 95% confidence bands for the secondary outcome of 
death or hospice admission (A), composite ischemic events (B), and hospitalized bleed (C). Unadjusted 
estimates of risk, risk difference, and relative risk for all secondary clinical outcomes can be found in D. All 
figures on the left are presented with the full 0-100% risk scale, but please note, each corresponding magnified 
figure on the right has a different risk scale. All curves share the same denominator of numbers at risk as they 
come from an Aalen-Johansen estimator (and same denominator as Figure S3 above).
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Supplementary Figure S5. Distributions of log-hazard disease risk scores by patient sex before matching. 

 

  

Subdistribution log-hazard disease risk scores for the outcome of P2Y12 inhibitor discontinuation (A); death or hospice admission (B); 
recurrent acute myocardial infarction, ischemic stroke, or coronary revascularization (C); and hospitalized bleed (D).
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Supplementary Table S1. ICD-9 and HCPCS codes and algorithms used to measure secondary outcomes. 

 

Outcome ICD-9 codes HCPCS codes 

Source of 

diagnosis code 

Diagnosis 

field position 

 Ischemic events 

Recurrent AMI1 410.x1  Inpatient 
Primary or 
secondary 

Ischemic stroke2-9 433.x1, 434 (excluding 434.x0), 436  Inpatient Primary 

 Hospitalized bleeding events 

Intracranial hemorrhage2-5, 8-13 430, 431, 432  Inpatient Primary 

Gastrointestinal  
hemorrhage3, 4, 10-12, 14 

455.2, 455.5, 455.8, 456.0, 456.20, 
530.7, 530.82, 531.0-531.6, 532.0-
532.6, 533.0-533.6, 534.0-534.6, 
535.01, 535.11, 535.21, 535.31, 535.41, 
535.51, 535.61, 537.83, 562.02, 562.03, 
562.12, 562.13, 568.81, 569.3, 569.85, 
578.0, 578.1, 578.9 

 Inpatient Primary 

Other bleeding events3, 4, 10-12    

Inpatient  Primary 

 Choroidal hemorrhage 363.6  
 Conjunctival hemorrhage 372.72  
 Orbital hemorrhage 376.32  
 Optic nerve hemorrhage 377.42  
 Vitreous hemorrhage 379.23  
 Hemopericardium 423.0  
 Hematuria 599.7  
 Hemarthrosis 719.1  
 Hematoma 729.92  
 Adrenal hemorrhage 772.5  
 Epistaxis 784.7  
 Hemorrhage from throat 784.8  
 Hemoptysis 786.3  
 Injury to kidney 866.01-866.02, 866.11-866.12  
 Other 285.1, 459.0  
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Outcome ICD-9 codes HCPCS codes 

Source of 

diagnosis code 

Diagnosis 

field position 

 Coronary revascularization procedures 

Percutaneous coronary 
intervention15-20 

00.66, 17.55, 36.01, 36.02 36.05, 36.06, 
36.07 

92920, 92921, 
92924, 92925, 
92928, 92929, 
92933, 92934, 
92937, 92938, 
92973-92975,  
92978-92982, 
92984, 92995, 
92996,  
G0290, G0291 

Inpatient or 
outpatient 

Any 

Coronary artery bypass graft 
surgery15, 16, 18, 19 

36.1, 36.2 

00566, 00567, 
33510-33514,  
33516-33523, 
33530, 33533-
33536, 4110F, 
93540 

Inpatient or 
outpatient 

Any 

Other coronary revascularization 
procedures18 

36.03, 36.04, 36.09, 36.3 33572, 93539 
Inpatient or 
outpatient 

Any 

Abbreviations: AMI, acute myocardial infarction; HCPCS, Healthcare Common Procedure Coding System; ICD-9, International 
Classification of Diseases, Ninth Revision, Clinical Modification  
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Supplementary Table S2. Full list of baseline characteristics in full cohort, by patient sex pre-matching, and by patient sex 

post-matching. 

 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

Predisposing patient characteristics        

   Age        

      66-75 15,297 (50.0) 58.6 41.7 34.3 56.3 46.1 20.6 
      76-85 11,154 (36.4) 32.4 40.3 16.5 34.6 40.5 12.1 
      86+ 4,162 (13.6) 9.0 18.0 26.4 9.1 13.5 14.0 

   Race/ethnicity        

      White, non-Hispanic 27,033 (88.3) 89.8 86.9 9.3 90.4 88.0 7.7 
      Black, non-Hispanic 1,837   (6.0) 4.6 7.3 11.6 4.6 6.7 9.2 
      Hispanic 730   (2.4) 2.1 2.7 4.0 2.0 2.5 3.0 
      Asian, non-Hispanic 644   (2.1) 2.2 2.0 1.2 1.8 1.9 0.9 
      Other 369   (1.2) 1.3 1.1 1.9 1.2 1.0 2.7 
   Pre-AMI health-seeking behaviors‡        

      Influenza vaccine 15,949 (52.1) 50.6 53.5 5.9 50.6 53.1 5.0 
      Pneumococcal vaccine 1,847   (6.0) 6.0 6.1 0.5 5.5 6.2 2.8 
      Well-check visit 3,013   (9.8) 10.5 9.2 4.1 10.2 9.6 2.0 

Enabling patient characteristics        

   Dual Medicare/Medicaid eligibility§ 5,578 (18.2) 14.2 22.1 20.7 14.4 19.1 12.5 

   Out-of-pocket index P2Y12 inhibitor cost║        

      $0  1,259   (4.1) 3.1 5.0 9.6 3.0 3.7 3.7 
      $0.01-5.00 5,926 (19.4) 15.8 22.8 17.8 16.4 21.0 11.9 
      $5.01-10.00 5,239 (17.1) 16.1 18.1 5.2 16.1 17.3 3.3 
      $10.01-30.00 2,407   (7.9) 8.3 7.5 3.0 8.5 7.4 4.0 
      $30.01-90.00 12,412 (40.5) 44.3 36.9 15.2 44.7 39.8 9.9 
      >$90.00 3,370 (11.0) 12.3 9.8 8.2 11.3 10.8 1.8 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

Patient-perceived need        

Pre-AMI healthcare utilization‡        

   Primary care provider# visits        

      0 3,349 (10.9) 13.7 8.3 17.1 13.3 9.6 11.6 
      1 2,862   (9.3) 11.2 7.6 12.2 10.6 8.4 7.6 
      2-4 9,758 (31.9) 34.2 29.7 9.6 35.6 31.3 9.1 
      5-8 8,077 (26.4) 24.0 28.6 10.5 24.5 29.1 10.4 
      9-12 3,352 (10.9) 9.1 12.7 11.5 8.9 11.5 8.5 
      13-24 2,707   (8.8) 6.6 11.0 15.7 6.0 9.1 11.6 
      25+ 508   (1.7) 1.3 2.0 5.3 1.0 1.0 0.1 

   Cardiologist visits        

      0 20,399 (66.6) 65.9 67.3 2.9 67.6 70.5 6.2 
      1-6 9,398 (30.7) 31.4 30.1 2.8 30.2 27.8 5.3 
      7+ 816   (2.7) 2.7 2.6 0.6 2.2 1.8 3.5 

   Emergency room visits        

      0 18,618 (60.8) 64.9 57.0 16.3 65.1 61.6 7.3 
      1 7,047 (23.0) 21.9 24.0 5.0 22.6 23.1 1.1 
      2 2,627   (8.6) 7.2 9.9 9.7 6.8 8.6 6.7 
      3+ 2,321   (7.6) 6.0 9.1 11.7 5.5 6.7 5.2 

   Inpatient admissions        

      0 23,795 (77.7) 80.4 75.1 12.8 81.7 80.0 4.1 
      1 4,784 (15.6) 14.2 17.0 7.7 13.7 14.7 2.9 
      2+ 2,034   (6.6) 5.4 7.9 10.1 4.6 5.2 2.8 
   Skilled nursing facility admissions        

      0 29,637 (96.8) 98.0 95.7 13.0 98.2 97.2 6.7 
      1+ 976   (3.2) 2.0 4.3 13.0 1.8 2.8 6.7 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

Pre-AMI conditions‡        

   Charlson comorbidity index        

      0 11,365 (37.1) 39.1 35.3 7.8 37.8 41.0 6.6 
      1-2 12,358 (40.4) 38.4 42.2 7.7 40.6 42.2 3.1 
      3-4 4,721 (15.4) 15.3 15.5 0.7 15.3 12.3 8.7 
      5-7 1,678   (5.5) 5.5 5.4 0.3 4.9 3.7 6.4 
      8+ 491   (1.6) 1.7 1.5 1.3 1.3 0.9 4.2 
   Depression 3,417 (11.2) 7.6 14.5 22.0 7.6 12.9 17.4 
   Dementia/Alzheimer's** 1,750   (5.7) 4.4 7.0 11.5 4.0 4.4 2.0 

Pre-AMI medications††        

   Chronic medications‡‡        

      0 3,493 (11.4) 14.8 8.2 20.6 13.5 9.9 11.4 
      1-3 10,112 (33.0) 36.5 29.7 14.5 35.9 34.1 3.9 
      4-6 9,479 (31.0) 28.9 32.9 8.5 30.9 33.4 5.4 
      7-9 4,889 (16.0) 13.4 18.4 13.7 13.8 15.6 5.3 
      10+ 2,640   (8.6) 6.4 10.8 15.8 5.9 7.1 4.7 

Index AMI hospitalization characteristics        

   Length of stay (days)        

      1-2 9,374 (30.6) 33.8 27.6 13.3 32.7 31.7 2.3 
      3-4 11,152 (36.4) 35.9 36.9 2.0 37.9 39.4 3.1 
      5-6 4,566 (14.9) 13.3 16.5 9.0 13.6 13.9 0.6 
      7-10 3,306 (10.8) 10.3 11.3 3.1 9.6 9.3 1.1 
      11+ 2,215   (7.2) 6.7 7.7 3.9 6.1 5.8 1.2 
   Admission to intensive care        

      None 5,846 (19.1) 18.2 19.9 4.2 18.2 19.6 3.5 
      Intensive care unit only 12,801 (41.8) 41.9 41.8 0.3 42.2 41.0 2.4 
      Coronary care unit only 8,042 (26.3) 27.0 25.5 3.4 27.6 27.0 1.4 
      Both 3,924 (12.8) 12.8 12.8 0.1 12.0 12.4 1.3 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

Post-AMI secondary prevention medications§§       

   Statin        

      None 4,416 (14.4) 14.0 14.8 2.1 12.9 13.0 0.4 
      Filled prescription 22,967 (75.0) 74.6 75.4 1.7 76.2 77.8 3.9 
      Remaining pre-AMI supply 3,230 (10.6) 11.3 9.8 4.9 10.9 9.2 5.9 

   ACE inhibitor or ARB        

      None 8,002 (26.1) 27.6 24.8 6.3 26.0 24.5 3.5 
      Filled prescription 18,315 (59.8) 58.3 61.3 6.2 59.4 62.0 5.2 
      Remaining pre-AMI supply 4,296 (14.0) 14.2 13.9 0.7 14.5 13.5 2.9 

   Beta-blocker        

      None 3,042   (9.9) 10.9 9.0 6.2 10.0 8.6 4.8 
      Filled prescription 24,992 (81.6) 80.5 82.7 5.7 81.3 83.3 5.1 
      Remaining pre-AMI supply 2,579   (8.4) 8.6 8.3 1.3 8.6 8.1 2.0 

Early post-AMI follow-up with providers§§        

      None 2,783   (9.1) 9.8 8.4 4.7 9.3 8.4 3.3 
      Primary care provider# only 7,539 (24.6) 22.7 26.5 8.9 23.4 24.9 3.4 
      Cardiologist only 6,937 (22.7) 25.5 20.0 13.1 23.8 22.0 4.3 
      Both 13,354 (43.6) 42.1 45.1 6.0 43.5 44.8 2.7 

Prescriber-perceived need        

Pre-AMI conditions‡        

   Diabetes 9,942 (32.5) 31.6 33.3 3.6 31.8 30.0 3.8 
   Heart failure 3,798 (12.4) 11.0 13.8 8.4 10.5 8.9 5.3 
   Coronary artery disease 9,609 (31.4) 34.7 28.2 13.9 33.3 24.4 19.6 
   Cerebrovascular disease 1,160   (3.8) 3.6 3.9 1.5 3.4 3.0 2.5 
   Peripheral vascular disease 3,746 (12.2) 11.2 13.2 5.9 10.8 10.9 0.3 
   Hypertension 21,225 (69.3) 63.6 74.8 24.6 64.1 71.6 16.3 
   Hyperlipidemia 16,320 (53.3) 52.2 54.4 4.4 51.4 53.4 4.0 
   Cancer 3,563 (11.6) 15.1 8.3 21.3 14.8 7.4 23.8 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

   Previous venous thromboembolism 1,982   (6.5) 6.3 6.7 1.8 5.9 5.7 1.0 

   History of smoking║║ 10,126 (33.1) 39.2 27.2 25.7 40.0 27.4 27.0 
   Chronic obstructive pulmonary disease 6,065 (19.8) 18.0 21.6 9.0 18.1 18.0 0.2 
   Atrial fibrillation 2,288   (7.5) 7.3 7.6 1.0 6.2 5.1 4.7 
   Sinus bradycardia/sinus block 2,306   (7.5) 7.2 7.9 2.7 6.7 6.1 2.7 
   History of bleeding event 4,649 (15.2) 16.0 14.4 4.5 15.3 12.4 8.6 
   Chronic kidney disease 2,854   (9.3) 9.3 9.4 0.3 8.9 7.1 6.8 
   Liver disease 483   (1.6) 1.6 1.6 0.3 1.2 1.3 1.5 
   Peptic ulcer disease 307   (1.0) 0.9 1.1 2.1 0.8 0.7 0.9 
   Gastroesophageal reflux disease 6,601 (21.6) 18.4 24.6 15.1 18.3 22.8 11.3 
   Arthritic conditions 16,142 (52.7) 46.0 59.2 26.7 45.6 56.8 22.7 

Pre-AMI medications††        

   Statin 13,021 (42.5) 43.3 41.8 2.9 43.7 39.9 7.6 
   ACE inhibitor or ARB 14,967 (48.9) 45.3 52.3 14.2 46.2 50.0 7.8 
   Beta-blocker 12,805 (41.8) 39.1 44.4 10.8 39.3 41.2 3.9 
   Nitrate 3,770 (12.3) 12.0 12.6 1.9 11.1 10.3 2.5 
   Anticoagulant 2,267   (7.4) 7.6 7.2 1.8 6.4 5.1 5.7 
   Non-P2Y12 inhibitor antiplatelet 755   (2.5) 2.2 2.8 3.9 2.2 2.0 1.3 

   NSAID        

      None 25,661 (83.8) 85.6 82.1 9.4 86.0 81.9 11.0 
      COX-2 inhibitor 722   (2.4) 1.9 2.8 6.1 1.8 2.4 3.9 
      Other NSAID 4,230 (13.8) 12.5 15.1 7.4 12.2 15.7 10.1 

   Proton pump inhibitor        

      None 22,979 (75.1) 78.7 71.6 16.6 78.8 74.8 9.6 
      Omeprazole/esomeprazole 5,859 (19.1) 16.5 21.7 13.1 16.6 20.0 8.9 
      Lansoprazole/dexlansoprazole 664   (2.2) 1.9 2.4 3.1 1.8 1.7 0.9 
      Pantoprazole/rabeprazole 1,111   (3.6) 2.8 4.4 8.2 2.8 3.6 4.2 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

   Other gastroprotective agents        

      None 28,871 (94.3) 95.5 93.2 9.9 95.7 94.3 6.2 
      Histamine H2 receptor antagonist 1,342   (4.4) 3.6 5.1 7.4 3.6 4.4 4.0 
      Gastrointestinal protectant 400   (1.3) 0.9 1.7 6.8 0.7 1.3 5.6 
   Fluoxetine or fluvoxamine 518   (1.7) 1.2 2.2 7.3 1.2 2.1 6.8 
   CYP3A4 inducer 480   (1.6) 1.5 1.6 0.7 1.5 1.4 0.9 
   CYP3A4 inhibitor 393   (1.3) 1.2 1.3 1.0 1.1 1.1 0.3 

Index AMI hospitalization characteristics        

   Year of index admission        

      2008 5,355 (17.5) 16.8 18.2 3.8 17.7 18.5 2.1 
      2009 5,080 (16.6) 16.1 17.0 2.4 16.5 16.5 0.1 
      2010 5,224 (17.1) 16.6 17.5 2.2 16.6 17.7 3.0 
      2011 5,371 (17.5) 17.7 17.4 0.8 17.7 17.8 0.1 
      2012 5,435 (17.8) 18.2 17.3 2.5 18.0 17.5 1.3 
      2013 4,148 (13.5) 14.5 12.6 5.5 13.5 12.0 4.4 
   Transmural AMI## 10,747 (35.1) 37.1 33.2 8.3 37.9 35.0 6.1 

   AMI intervention strategy***        

      PCI with drug-eluting stent 14,554 (47.5) 50.0 45.2 9.5 53.7 47.9 11.5 
      PCI with bare-metal stent 6,630 (21.7) 22.9 20.5 5.9 22.2 22.0 0.4 
      Other PCI 1,862   (6.1) 7.0 5.3 7.1 7.0 5.7 5.1 
      Coronary artery bypass surgery 1,001   (3.3) 4.4 2.2 12.6 1.7 1.7 0.3 
      Medical management or fibrinolytics 6,566 (21.4) 15.8 26.9 27.4 15.4 22.6 18.3 
   Angiocardiography 26,092 (85.2) 88.8 81.8 19.7 89.7 86.4 10.1 
   Antiplatelet infusion 2,845   (9.3) 10.2 8.5 5.9 10.2 9.1 3.9 
   Heart failure 8,126 (26.5) 23.9 29.1 11.8 24.0 22.7 2.9 
   Cardiogenic shock 905   (3.0) 3.2 2.7 2.7 3.5 2.1 8.1 
   Cardiac dysrhythmia 9,281 (30.3) 32.2 28.6 7.9 31.6 25.8 12.8 
   Bleeding event 1,963   (6.4) 6.9 5.9 3.9 6.0 4.5 6.8 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 
   Acute kidney injury 3,227 (10.5) 10.9 10.2 2.1 10.5 7.4 10.8 
   Cardiologist consultation 28,520 (93.2) 93.5 92.8 2.6 93.8 93.0 3.3 

Post-AMI medications§§        

   Index P2Y12 inhibitor product        

      Brand-name clopidogrel 22,182 (72.5) 70.7 74.1 7.6 72.8 74.3 3.3 
      Generic clopidogrel 6,450 (21.1) 21.0 21.1 0.1 20.8 20.7 0.1 
      Brand-name prasugrel 1,470   (4.8) 6.4 3.3 14.4 4.7 3.5 6.4 
      Brand-name ticagrelor 511   (1.7) 1.8 1.5 2.7 1.6 1.5 1.0 

   Proton pump inhibitor        

      None 23,730 (77.5) 80.7 74.5 14.8 80.7 77.3 8.4 
      Omeprazole/esomeprazole 3,756 (12.3) 10.2 14.2 12.3 10.2 12.7 7.8 
      Lansoprazole/dexlansoprazole 441   (1.4) 1.3 1.6 2.2 1.1 1.0 1.7 
      Pantoprazole/rabeprazole 2,686   (8.8) 7.8 9.7 6.6 7.9 9.0 3.9 

Prescriber managing post-AMI medications†††    

   Male 23,601 (77.1) 78.5 75.7 6.6 78.6 75.6 7.2 
   Younger (born in/after 1975) 3,651 (11.9) 12.0 11.9 0.3 12.2 11.6 1.7 
   Cardiologist 13,803 (45.1) 48.8 41.6 14.4 48.4 44.6 7.7 

Contextual characteristics        

   US Census Division        

      New England 1,593   (5.2) 5.2 5.3 0.4 4.5 5.5 4.8 
      Mid-Atlantic 3,789 (12.4) 11.4 13.3 6.0 11.7 12.4 1.9 
      East North Central 4,931 (16.1) 15.7 16.5 2.2 16.3 16.7 0.9 
      West North Central 3,100 (10.1) 10.5 9.8 2.5 10.6 10.9 0.9 
      South Atlantic 6,371 (20.8) 20.6 21.0 1.1 21.1 21.3 0.4 
      East South Central 2,710   (8.9) 9.0 8.7 0.9 9.3 8.7 2.2 
      West South Central 3,376 (11.0) 11.0 11.1 0.2 11.4 10.8 1.7 
      Mountain 1,681   (5.5) 6.2 4.9 5.7 5.2 4.5 3.3 
      Pacific 3,062 (10.0) 10.5 9.5 3.5 9.9 9.3 2.0 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

   Residence in MSA 21,056 (68.8) 67.6 69.9 5.1 67.2 69.5 4.9 

Measures of local segregation (location quotient)  
comparing percentage of people in neighborhood to county 

  
   

   Percentage of people 65+ years old        

      <0.5 (lowest concentration) 2,507   (8.2) 8.0 8.4 1.5 7.6 8.4 2.9 
      0.5 to <0.8 5,650 (18.5) 18.7 18.2 1.1 18.6 17.8 2.2 
      0.8 to 1.25 10,759 (35.1) 36.1 34.2 4.0 36.2 34.8 3.1 
      >1.25 to 2 8,132 (26.6) 26.1 27.0 2.2 26.5 27.1 1.4 
      >2 (highest concentration) 3,565 (11.6) 11.1 12.1 3.1 11.1 11.9 2.8 

   Percentage of adults without high school diploma       

      <0.5 (lowest concentration) 7,650 (25.0) 26.8 23.3 8.2 26.6 23.3 7.7 
      0.5 to <0.8 5,968 (19.5) 19.7 19.3 1.1 19.7 19.5 0.6 
      0.8 to 1.25 8,373 (27.4) 27.1 27.6 1.3 26.5 28.5 4.5 
      >1.25 to 2 6,038 (19.7) 18.8 20.6 4.6 19.7 20.2 1.3 
      >2 (highest concentration) 2,584   (8.4) 7.6 9.2 5.7 7.5 8.5 3.8 

   Percentage of households below median US income       

      <0.5 (lowest concentration) 2,634   (8.6) 9.4 7.8 5.7 9.2 7.8 5.0 
      0.5 to <0.8 6,023 (19.7) 21.3 18.2 7.8 21.0 18.2 7.0 
      0.8 to 1.25 14,887 (48.6) 48.9 48.4 1.1 49.9 49.1 1.6 
      >1.25 to 2 6,671 (21.8) 19.3 24.1 11.6 19.0 23.7 11.4 
      >2 (highest concentration) 398   (1.3) 1.1 1.5 4.3 0.9 1.2 2.8 

   Percentage of individuals in race/ethnicity minority group       

      <0.5 (lowest concentration) 11,062 (36.1) 38.0 34.3 7.8 38.3 35.3 6.1 
      0.5 to <0.8 5,469 (17.9) 18.2 17.5 1.8 18.0 17.2 2.1 
      0.8 to 1.25 6,528 (21.3) 20.4 22.2 4.3 20.7 22.2 3.5 
      >1.25 to 2 5,222 (17.1) 16.3 17.8 3.9 15.8 17.3 4.1 
      >2 (highest concentration) 2,332   (7.6) 7.0 8.2 4.5 7.1 7.9 3.1 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

Relative concentration of socioeconomic disadvantage in a neighborhood  
(index of concentration at the extremes) 

   

   Number of people 25-49 years old compared to 65+ years old      

      <-0.3 (more older individuals) 871   (2.8) 3.0 2.7 1.5 2.9 2.6 1.5 
      -0.3 to 0.3 25,613 (83.7) 83.7 83.7 0.0 84.8 83.8 2.8 
      >0.3 (more younger individuals) 4,129 (13.5) 13.4 13.6 0.7 12.3 13.6 3.7 
   Number of adults with at least Bachelor's degree compared to no high school diploma    

      <-0.45 (more without HS diploma) 445   (1.5) 1.4 1.5 0.5 1.3 1.4 0.7 
      -0.45 to <-0.2 2,973   (9.7) 9.1 10.3 3.9 9.3 9.4 0.4 
      -0.2 to 0.2  17,306 (56.5) 55.4 57.6 4.4 56.1 58.4 4.7 
      >0.2 to 0.45 6,329 (20.7) 21.4 20.0 3.4 20.9 20.1 1.9 
      >0.45 (more with Bachelor's degree) 3,560 (11.6) 12.7 10.6 6.3 12.4 10.7 5.6 
   Number of households with income over $100K compared to under $25K     

      <-0.5 (more with income <$25K) 1,765   (5.8) 5.0 6.5 6.4 5.0 6.0 4.4 
      -0.5 to <-0.2 8,558 (28.0) 26.3 29.5 7.1 26.7 29.2 5.5 
      -0.2 to 0.2 14,557 (47.6) 48.3 46.8 3.1 48.4 47.7 1.2 
      >0.2 to 0.5 4,316 (14.1) 15.0 13.2 5.2 15.0 13.3 4.7 
      >0.5 (more with income >$100K) 1,417   (4.6) 5.3 4.0 6.4 5.0 3.8 5.9 

   Number of White non-Hispanic individuals compared to all minorities      

      <-0.7 (more minority individuals) 1,938   (6.3) 5.5 7.1 6.4 5.1 6.6 6.3 
      -0.7 to <0.4 1,307   (4.3) 3.9 4.6 3.2 3.8 4.5 3.9 
      -0.4 to <-0.15 1,305   (4.3) 4.0 4.5 2.7 4.0 4.6 3.0 
      -0.15 to 0.15 2,020   (6.6) 6.3 6.8 2.1 6.2 6.9 2.8 
      >0.15 to 0.4 2,786   (9.1) 8.4 9.8 4.9 8.2 9.6 4.8 
      >0.4 to 0.7 5,967 (19.5) 19.6 19.4 0.5 19.6 19.0 1.5 
      >0.7 (more White individuals) 15,290 (49.9) 52.2 47.8 8.9 53.2 48.8 8.6 

* Column percentages. 
† Absolute standardized difference ≥10% considered significant difference between male and female patients. 
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 Pre-Match Post-Match 

Patient, prescriber, and contextual 
characteristics 

Full cohort Male Female 
ASD† 

Male Female 
ASD† 

N=30,613 n=14,943 n=15,670 n=10,486 n=10,486 

n (%)* %* %* % %* %* % 

‡ Measured 12 months pre-AMI admission date. 
§ Medicare beneficiaries dually enrolled with full Medicaid benefits at any point in 12 calendar months before through 1 
calendar month after index AMI hospitalization. 
║ Standardized to 30-day supply and adjusted for inflation to 2015 USD. 
# Primary care physician, physician assistant, or nurse practitioner. 
** Medicare Chronic Conditions Data Warehouse definition. 
†† Measured 6 months pre-AMI admission date. 
‡‡ ≥2 prescription fills on separate dates for unique 4th-level ATC code. 
§§ Measured through 30 days post-AMI discharge date. 
║║ Measured 12 months pre-AMI admission date through 30 days post-AMI discharge date using Desai algorithm 
including diagnoses codes and prescription medication fill data (Desai RJ, Solomon DH, Shadick N, Iannaccone C, Kim 
SC. Identification of smoking using Medicare data--a validation study of claims-based algorithms. Pharmacoepidemiol 

Drug Saf. 2016;25(4):472-475). 
## Compared to subendocardial infarction. 
*** Measured during index AMI hospitalization; includes coronary revascularization procedures through 30 days post-
AMI discharge date. Variable is hierarchical with categories officially being (1) any PCI with drug-eluting stent; (2) PCI 
with bare-metal stent but no drug-eluting stent; (3) PCI with no mention of coronary stent; (4) patients undergoing coronary 
artery bypass surgery but did not receive PCI; and (5) patients who (a) did not receive PCI, (b) did not receive coronary 
artery bypass surgery, and (c) either received fibrinolytics or had no record of other intervention strategies. 
††† Prescriber of most cardiovascular medications for patient during 30 days post-AMI. 
Abbreviations: ACE, angiotensin-converting enzyme; AMI, acute myocardial infarction; ARB, angiotensin II receptor 
blocker; ASD, absolute standardized difference; ATC, Anatomical Therapeutic Chemical Classification System; COX-2, 
cyclooxygenase-2; CYP3A4, cytochrome P450 3A4 enzyme; MSA, metropolitan statistical area; NSAID, nonsteroidal 
anti-inflammatory drug; PCI, percutaneous coronary intervention; USD, US dollars   
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Supplementary Table S3. Balance of disease risk scores between male and female patients before and after matching. 

 

 Original cohort  Matched cohort 

 N=30,613  N=20,972 

Subdistribution log-hazard  
disease risk score 

Male Female ASD  Male Female ASD 

Mean ± std %  Mean ± std % 

Discontinue therapy 0.13 ± 0.38 0.03 ± 0.37 28.0  0.07 ± 0.32 0.07 ± 0.32 1.3 

Death/hospice 0.61 ± 0.99 0.95 ± 1.02 33.7  0.68 ± 0.86 0.70 ± 0.85 2.8 

AMI/stroke/revascularization -0.04 ± 0.38 0.02 ± 0.36 17.5  0.00 ± 0.31 0.00 ± 0.31 0.9 

Bleed 0.30 ± 0.61 0.47 ± 0.63 28.0  0.35 ± 0.52 0.36 ± 0.52 1.5 

Abbreviations: AMI, acute myocardial infarction; ASD, absolute standardized difference; std, standard deviation 
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Supplementary Table S4. Sensitivity analyses for the risk of P2Y12 inhibitor discontinuation, varying drug-free intervals to 

measure treatment discontinuation. 
 

  15-day Primary 30-day* 45-day 

  Matched n=21,064 Matched n=20,972 Matched n=20,946 

  Risk % RD %† RR† Risk % RD %† RR† Risk % RD %† RR† 

90 
days 

Male 15.2 (14.5, 15.9) 0.6 
(-0.3, 1.6) 

1.04 
(0.98, 1.11) 

10.2 (9.7, 10.8) 0.7 
(-0.2, 1.5) 

1.07 
(0.98, 1.15) 

7.0 (6.5, 7.5) 0.4 
(-0.4, 1.0) 

1.05  
(0.95, 1.16) Female 15.9 (15.2, 16.6) 10.9 (10.3, 11.5) 7.3 (6.8, 7.8) 

180 
days 

Male 26.6 (25.8, 27.4) -0.1 
(-1.2, 1.1) 

1.00 
(0.95, 1.04) 

20.1 (19.4, 20.9) -0.2 
(-1.3, 0.8) 

0.99 
(0.94, 1.04) 

16.6 (15.9, 17.3) 0.2 
(-0.8, 1.2) 

1.01  
(0.95, 1.07) Female 26.5 (25.6, 27.4) 19.9 (19.1, 20.7) 16.8 (16.1, 17.5) 

270 
days 

Male 33.6 (32.7, 34.5) 0.2 
(-1.1, 1.4) 

1.00  
(0.97, 1.04) 

26.3 (25.5, 27.1) -0.3 
(-1.4, 0.9) 

0.99 
(0.95, 1.04) 

22.1 (21.3, 22.9) 0.3 
(-0.8, 1.4) 

1.01  
(0.97, 1.06) Female 33.7 (32.8, 34.6) 26.0 (25.2, 26.9) 22.4 (21.6, 23.2) 

360 
days 

Male 39.0 (38.1, 39.9) 0.6 
(-0.6, 1.9) 

1.02  
(0.98, 1.05) 

30.9 (30.0, 31.8) 0.3 
(-0.9, 1.5) 

1.01 
(0.97, 1.05) 

26.4 (25.5, 27.2) 0.7 
(-0.5, 1.8) 

1.02  
(0.98, 1.07) Female 39.6 (38.7, 40.6) 31.2 (30.3, 32.1) 27.0 (26.2, 27.9) 

450 
days 

Male 50.1 (49.1, 51.1) 0.5 
(-0.8, 2.0) 

1.01  
(0.98, 1.04) 

41.9 (40.9, 42.9) 0.2 
(-1.2, 1.6) 

1.00 
(0.97, 1.04) 

36.6 (35.7, 37.5) 1.0 
(-0.2, 2.3) 

1.03  
(0.99, 1.06) Female 50.7 (49.6, 51.7) 42.1 (41.1, 43.1) 37.6 (36.7, 38.5) 

540 
days 

Male 55.2 (54.2, 56.1) 0.4 
(-0.9, 1.8) 

1.01  
(0.98, 1.03) 

47.2 (46.2, 48.2) 0.9 
(-0.5, 2.2) 

1.02 
(0.99, 1.05) 

42.7 (41.7, 43.7) 1.2 
(-0.1, 2.5) 

1.03  
(1.00, 1.06) Female 55.6 (54.6, 56.6) 48.1 (47.1, 49.0) 43.9 (42.9, 44.9) 

630 
days 

Male 58.4 (57.4, 59.3) 0.5 
(-0.9, 1.8) 

1.01  
(0.99, 1.03) 

50.6 (49.7, 51.6) 1.2 
(-0.2, 2.5) 

1.02 
(1.00, 1.05) 

46.1 (45.1, 47.0) 1.5 
(0.2, 2.9) 

1.03  
(1.00, 1.06) Female 58.9 (57.9, 59.8) 51.8 (50.8, 52.8) 47.6 (46.6, 48.6) 

720 
days 

Male 60.6 (59.6, 61.5) 0.7 
(-0.6, 2.1) 

1.01  
(0.99, 1.03) 

52.9 (52.0, 53.9) 1.5 
(0.1, 2.8) 

1.03 
(1.00, 1.05) 

48.3 (47.4, 49.3) 1.9 
(0.6, 3.3) 

1.04  
(1.01, 1.07) Female 61.3 (60.3, 62.3) 54.4 (53.4, 55.3) 50.3 (49.3, 51.2) 

Results bolded when sensitivity analysis point estimate fell outside the 95% CI limits of the primary analysis. Each estimate followed by 95% CI in 
parentheses.  
* Primary analysis using a 30-day drug-free interval. 
† All RD and RR estimates compare female patients to male patients. 
Abbreviations: CI, confidence interval; RD, risk difference; RR, relative risk 
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Supplementary Table S5. Sensitivity analyses for secondary clinical outcomes, varying drug-free intervals to measure 

treatment discontinuation. 

   15-day Primary 30-day* 45-day 

   Matched n=21,064 Matched n=20,972 Matched n=20,946 

   Risk (%) RD (%)
†
 RR

†
 Risk (%) RD (%)

†
 RR

†
 Risk (%) RD (%)

†
 RR

†
 

Death or 
Hospice 

Admission 

360 
days 

M 3.5 (3.1, 3.8) 0.0  
(-0.5, 0.5) 

1.00  
(0.87, 1.15) 

3.7 (3.4, 4.1) -0.3  
(-0.8, 0.2) 

0.92  
(0.81, 1.06) 

4.1 (3.7, 4.5) -0.4  
(-0.9, 0.1) 

0.90  
(0.79, 1.02) F 3.5 (3.1, 3.8) 3.5 (3.1, 3.8) 3.7 (3.3, 4.1) 

720 
days 

M 4.7 (4.3, 5.1) 0.0  
(-0.6, 0.5) 

1.00  
(0.88, 1.12) 

5.5 (5.0, 5.9) -0.5  
(-1.0, 0.1) 

0.91  
(0.82, 1.02) 

6.0 (5.6, 6.5) -0.6  
(-1.2, 0.1) 

0.91  
(0.82, 1.01) F 4.7 (4.3, 5.1) 5.0 (4.6, 5.4) 5.4 (5.0, 5.9) 

AMI, 
Stroke, or 
Revasc. 

360 
days 

M 11.0 (10.5, 11.7) -1.3  
(-2.2, -0.5) 

0.88  
(0.81, 0.95) 

11.8 (11.1, 12.4) -1.4  
(-2.2, -0.5) 

0.88  
(0.82, 0.95) 

12.0 (11.4, 12.6) -1.4  
(-2.3, -0.5) 

0.88  
(0.81, 0.95) F 9.7 (9.1, 10.3) 10.4 (9.8, 11.0) 10.6 (10.0, 11.2) 

720 
days 

M 13.4 (12.8, 14.1) -1.6  
(-2.5, -0.7) 

0.88  
(0.82, 0.95) 

14.7 (14.0, 15.3) -1.5  
(-2.4, -0.6) 

0.90  
(0.84, 0.96) 

15.2 (14.6, 15.9) -1.5  
(-2.5, -0.6) 

0.90  
(0.84, 0.96) F 11.9 (11.3, 12.5) 13.1 (12.5, 13.8) 13.8 (13.1, 14.5) 

Bleeding 
Event 

360 
days 

M 1.7 (1.5, 2.0) 0.1  
(-0.2, 0.5) 

1.08  
(0.89, 1.34) 

1.9 (1.6, 2.2) 0.0  
(-0.4, 0.4) 

1.00  
(0.82, 1.20) 

2.1 (1.8, 2.4) -0.2  
(-0.6, 0.2) 

0.91  
(0.75, 1.10) F 1.9 (1.6, 2.2) 1.9 (1.6, 2.1) 1.9 (1.7, 2.2) 

720 
days 

M 2.2 (1.9, 2.5) 0.2  
(-0.2, 0.6) 

1.08  
(0.91, 1.29) 

2.5 (2.2, 2.8) -0.1  
(-0.5, 0.3) 

0.98  
(0.82, 1.14) 

2.7 (2.4, 3.0) -0.1  
(-0.6, 0.3) 

0.94  
(0.80, 1.10) F 2.4 (2.1, 2.7) 2.5 (2.2, 2.8) 2.6 (2.3, 2.9) 

Results bolded when sensitivity analysis point estimate fell outside the 95% CI limits of the primary analysis. Each estimate followed by 95% CI in parentheses.  
* Primary analysis using a 30-day drug-free interval. 
† All RD and RR estimates compare female patients to male patients. 
Abbreviations: CI, confidence interval; F, female; M, male; RD, risk difference; Revasc, revascularization; RR, relative risk 
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Supplementary Table S6. Sensitivity analyses for the risk of P2Y12 inhibitor discontinuation, stratified by date of index AMI 

discharge date. 

  Primary 30-day* 2008-2009 2009-2011 2011-2013 

  Matched n=20,972 Matched n=3,078 Matched n=5,060 Matched n=6,254 

  

Risk  
% RD %

†
 RR

†
 

Risk 
% RD %

†
 RR

†
 

Risk 
% RD %

†
 RR

†
 

Risk 
% RD %

†
 RR

†
 

90 
days 

M 10.2 (9.7, 10.8) 0.7 
(-0.2, 1.5) 

1.07 
(0.98, 1.15) 

11.0 -0.6 

(-2.8, 1.5) 
0.95 

(0.77, 1.15) 

11.5 -0.7 

(-2.4, 1.0) 
0.94 

(0.81, 1.10) 

  9.2 0.7 
(-0.7, 2.2) 

1.08 
(0.93, 1.26) F 10.9 (10.3, 11.5) 10.4 10.8   9.9 

180 
days 

M 20.1 (19.4, 20.9) -0.2 
(-1.3, 0.8) 

0.99 
(0.94, 1.04) 

20.8 -1.5 

(-4.1, 1.2) 
0.93 

(0.81, 1.06) 

22.3 -2.1 

(-4.3, 0.0) 
0.90 

(0.82, 1.00) 

17.8 -0.1 
(-1.9, 1.7) 

1.00 
(0.90, 1.10) F 19.9 (19.1, 20.7) 19.3 20.1 17.7 

270 
days 

M 26.3 (25.5, 27.1) -0.3 
(-1.4, 0.9) 

0.99 
(0.95, 1.04) 

27.7 -0.9 
(-3.9, 2.1) 

0.97 
(0.86, 1.08) 

28.8 -3.3 

(-5.7, -1.0) 
0.88 

(0.81, 0.97) 

23.1 0.5 
(-1.5, 2.5) 

1.02 
(0.94, 1.11) F 26.0 (25.2, 26.9) 26.8 25.5 23.6 

360 
days 

M 30.9 (30.0, 31.8) 0.3 
(-0.9, 1.5) 

1.01 
(0.97, 1.05) 

33.1 -1.0 

(-4.2, 2.2) 
0.97 

(0.88, 1.07) 

33.3 -2.6 

(-5.0, -0.1) 
0.92 

(0.85, 1.00) 

27.3 1.1 
(-1.0, 3.2) 

1.04 
(0.97, 1.12) F 31.2 (30.3, 32.1) 32.2 30.7 28.5 

450 
days 

M 41.9 (40.9, 42.9) 0.2 
(-1.2, 1.6) 

1.00 
(0.97, 1.04) 

41.8 -0.8 
(-4.2, 2.6) 

0.98 
(0.90, 1.06) 

44.2 -2.5 

(-5.0, 0.1) 
0.94 

(0.89, 1.00) 

40.7 0.9 
(-1.6, 3.3) 

1.02 
(0.96, 1.08) F 42.1 (41.1, 43.1) 41.0 41.6 41.6 

540 
days 

M 47.2 (46.2, 48.2) 0.9 
(-0.5, 2.2) 

1.02 
(0.99, 1.05) 

46.4 -1.3 

(-4.6, 2.2) 
0.97 

(0.90, 1.05) 

49.8 -1.9 

(-4.4, 0.8) 
0.96 

(0.91, 1.02) 

47.4 1.4 
(-1.0, 3.8) 

1.03 
(0.98, 1.08) F 48.1 (47.1, 49.0) 45.2 47.9 48.8 

630 
days 

M 50.6 (49.7, 51.6) 1.2 
(-0.2, 2.5) 

1.02 
(1.00, 1.05) 

50.4 -0.6 

(-4.0, 2.8) 
0.99 

(0.92, 1.06) 

52.8 -1.2 

(-3.7, 1.5) 
0.98 

(0.93, 1.03) 

50.7 2.3 
(-0.1, 4.9) 

1.05 
(1.00, 1.10) F 51.8 (50.8, 52.8) 49.7 51.6 53.1 

720 
days 

M 52.9 (52.0, 53.9) 1.5 
(0.1, 2.8) 

1.03 
(1.00, 1.05) 

52.0 0.3 
(-3.0, 3.8) 

1.01 
(0.94, 1.08) 

54.8 0.0 

(-2.5, 2.6) 
1.00 

(0.96, 1.05) 

53.3 2.3 
(-0.2, 4.8) 

1.04 
(1.00, 1.09) F 54.4 (53.4, 55.3) 52.3 54.7 55.6 

Results bolded when sensitivity analysis point estimate fell outside the 95% CI limits of the primary analysis. Values in parentheses are 95% CIs. 
* Primary analysis results in the full cohort using a 30-day drug-free interval. 
† All RD and RR estimates compare female patients to male patients. 

Abbreviations: CI, confidence interval; F, female; M, male; RD, risk difference; RR, relative risk 
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Supplementary Table S7. Sensitivity analyses for secondary clinical outcomes, stratified by date of index AMI discharge date. 

   Primary 30-day* 2008-2009 2009-2011 2011-2013 

   Matched n=20,972 Matched n=3,078 Matched n=5,060 Matched n=6,254 

   

Risk  
% RD % RR 

Risk  
% RD % RR 

Risk  
% RD % RR 

Risk  
% RD % RR 

Death 
or 

Hosp. 

360 
days 

M   3.7 (3.4, 4.1) -0.3  
(-0.8, 0.2) 

0.92  
(0.81, 1.06) 

  3.4 -0.3  
(-1.6, 0.9) 

0.90  
(0.60, 1.34) 

  3.4 -0.5  
(-1.5, 0.4) 

0.84  
(0.62, 1.14) 

  3.4 0.2  
(-0.6, 1.1) 

1.07  

(0.83, 1.38) F   3.5 (3.1, 3.8)   3.1   2.9   3.6 

720 
days 

M   5.5 (5.0, 5.9) -0.5  
(-1.0, 0.1) 

0.91  
(0.82, 1.02) 

  4.3 0.2  

(-1.3, 1.7) 
1.04  

(0.75, 1.49) 

  4.8 -0.6  
(-1.7, 0.6) 

0.88  
(0.68, 1.15) 

  4.8 0.0  
(-1.1, 1.0) 

1.00  
(0.81, 1.23) F   5.0 (4.6, 5.4)   4.5   4.2   4.8 

AMI, 
Stroke, 

or 
Revasc. 

360 
days 

M 11.8 (11.1, 12.4) -1.4  
(-2.2, -0.5) 

0.88  
(0.82, 0.95) 

11.0 0.6  

(-1.5, 2.9) 
1.06  

(0.87, 1.29) 

11.8 -0.2  

(-2.0, 1.7) 
0.98  

(0.84, 1.15) 

11.3 -1.2  
(-2.8, 0.3) 

0.89  
(0.77, 1.03) F 10.4 (9.8, 11.0) 11.6 11.5 10.0 

720 
days 

M 14.7 (14.0, 15.3) -1.5  
(-2.4, -0.6) 

0.90  
(0.84, 0.96) 

15.1 -0.7  
(-3.3, 1.7) 

0.95  
(0.80, 1.12) 

14.6 -0.4  

(-2.3, 1.6) 
0.98  

(0.85, 1.12) 

14.0 -0.6  
(-2.4, 1.0) 

0.96  
(0.84, 1.08) F 13.1 (12.5, 13.8) 14.4 14.2 13.4 

Bleed 

360 
days 

M   1.9 (1.6, 2.2) 0.0  
(-0.4, 0.4) 

1.00  
(0.82, 1.20) 

  1.4 0.3  
(-0.6, 1.1) 

1.19  
(0.65, 2.19) 

  2.2 -0.5  

(-1.3, 0.2) 
0.75  

(0.49, 1.11) 

  1.5 0.5  

(-0.1, 1.1) 
1.33  

(0.92, 1.96) F   1.9 (1.6, 2.1)   1.6   1.6   2.0 

720 
days 

M   2.5 (2.2, 2.8) -0.1  
(-0.5, 0.3) 

0.98  
(0.82, 1.14) 

  1.9 0.4  

(-0.7, 1.4) 
1.21  

(0.73, 2.00) 

  2.7 -0.8  

(-1.6, 0.1) 
0.72  

(0.49, 1.04) 

  2.2 0.3  
(-0.4, 1.0) 

1.14  
(0.82, 1.57) F   2.5 (2.2, 2.8)   2.3   2.0   2.4 

Results bolded when sensitivity analysis point estimate fell outside the 95% CI limits of the primary analysis. Values in parentheses are 95% CIs. 
* Primary analysis results in the full cohort using a 30-day drug-free interval. 
† All RD and RR estimates compare female patients to male patients. 
Abbreviations: CI, confidence interval; F, female; Hosp, hospice admission; M, male; RD, risk difference; Revasc, revascularization; RR, relative risk 
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