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ABSTRACT

Objectives The primary objective was to examine the
association between hyperlipidaemia (HLP) and 5-year
survival after incident acute myocardial infarction (AMI).
The secondary objectives were to assess the effect of HLP
on survival to discharge across patient subgroups, and the
impact of statin prescription, intensity and long-term statin
adherence on 5-year survival.

Methods Retrospective cohort study of 7071 patients
hospitalised for AMI at Mayo Clinic from 2001 through
2011. Of these, 2091 patients with HLP (age (mean=SD)
69.7+13.5) were propensity score matched to 2091
patients without HLP (age 70.6+14.2).

Results In matched patients, HLP was associated with
higher rate of survival to discharge than no HLP (95% vs
91%; log-rank <0.0001). At year 5, the adjusted HR for
all-cause mortality in patients with HLP versus no HLP was
0.66 (95% Cl 0.58-0.74), and patients with prescription
statin versus no statin was 0.24 (95% Cl 0.21 to 0.28). The
mean survival was 0.35year greater in patients with HLP
than in those with no HLP (95% Cl 0.25 to 0.46). Patients
with HLP gained on an average 0.17 life year and those
treated with statin 0.67 life year at 5 years after AMI. The
benefit of concurrent HLP was consistent across study
subgroups.

Conclusions In patients with AMI, concomitant HLP was
associated with increased survival and a net gain in life
years, independent of survival benefit from statin therapy.
The results also reaffirm the role of statin prescription,
intensity and adherence in reducing the mortality after
incident AMI.

INTRODUCTION

Hyperlipidaemia (HLP) is a major modifi-
able risk factor for incident acute myocardial
infarction (AMI).! A number of early clin-
ical studies indicated a continuous positive
association between cholesterol level and
incident AMI? and lowering of low-density
lipoprotein cholesterol (LDL-C) by statin
therapy reduced the risk of incident AMI and
mortality, often in a dose-dependent fashion.’
As a result, more recent guidelines recom-
mended an aggressive reduction in LDL-C

Key questions

What is already known about this subject?

» Hyperlipidaemia increases the risk of new myocar-
dial infarction among general population. However,
the association of hyperlipidaemia with postmyocar-
dial infarction survival in the presence of competing
comorbid conditions is not known.

What does this study add?

» Among patients with acute myocardial infarction,
hyperlipidaemia relative to other key comorbid con-
ditions was associated with increased survival and a
net gain in life years independent of survival benefit
from statin therapy.

How might this impact on clinical practice?

» Among patients with acute myocardial infarction,
hyperlipidaemia is a marker of good prognosis rela-
tive to other key comorbid conditions.

using high-intensity statin therapy to further
reduce the risk of AMI in select patients.4
However, published reports were largely
based on observational data and there were
no randomised controlled trials that have
evaluated the effect of specific LDL-C target or
head-to-head comparison of multiple LDL-C
targets on clinical outcomes. Results from
recent large observational studies support
an inverse association wherein a diagnosis of
HLP, counterintuitively, conferred a survival
advantage after AMIL"” Patients with inci-
dent AMI show a wide interindividual varia-
bility in their subsequent survival, potentially
attributable to differences in the prevalence
of comorbid conditions (CCs).® The ability
to accurately predict survival in an individual
patient at the time of hospitalisation is essen-
tial to provide a personalised care plan.

To date, the studies focused on the influ-
ence of baseline HLP on long-term survival
after AMI are lacking. On the contrary, a few
observational studies suggested that baseline
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HLP was associated with reduced all-cause mortality after
AMI, but these analyses did not account for numerous
CCs which are generally prevalent in patients with AMI.%"?
We, therefore, sought to examine the association between
baseline HLP and 5-year survival in a cohort of patients
who were hospitalised for incident AMI with additional
focus on the relative importance of other prognostic indi-
cators, such as age, gender, race, comorbidity and statin
use on b-year survival rates. We also examined the effect
of adherence to statin on postmyocardial infarction
mortality and 5-year survival. To minimise the differences
in baseline characteristics, we assembled balanced pairs
of patients with or without HLP using propensity scores.

METHODS

Study population and data collection

The study cohorts comprised of adults aged =18 years,
admitted to Mayo Clinic, Rochester, Minnesota with a
discharge diagnoses of AMI, either ST-elevation myocar-
dial infarction (STEMI) or non-STEMI (NSTEMI), with
first hospitalisation during the study period included
in the analysis. Patients in whom primary discharge
diagnosis was not AMI were not included in the study.
Discharge diagnoses were identified by the International
Classification of Diseases, Ninth Revision, Clinical Modifica-
tion (ICD-9-CM) codes (online supplementary table 1).
We limited the study enrolment period from 1 August
2001 to 31 July 2011 to allow prespecified minimum of
5-year follow-up. Patients with index hospitalisation for
AMI during the study were recruited regardless of pre-
existing coronary artery disease (CAD) or prior AMI. For
patients with multiple hospitalisations for AMI beyond
the index event, the first event was incorporated in anal-
ysis. Patients who refused participation in clinical trials
and those outside the Mayo Clinic catchment area were
excluded. Further details of data extraction are published
elsewhere.'’ The study was approved by the Mayo Clinic
Institutional Review Board and need for patient consent
was waived.

Measurement of outcomes

The primary outcome was 5-year survival after index
hospitalisation for AMI. The secondary outcomes were
(1) survival to discharge, (2) 5-year mortality across study
subgroups (age <65 years vs =65 years, male vs female,
white vs non-white, normal vs low left ventricular ejec-
tion fraction (LVEF), revascularisation vs no revascular-
isation with percutaneous coronary intervention (PCI),
revascularisation vs no revascularisation with coronary
artery bypass surgery (CABG)) and (3) impact of statin
prescription, intensity and long-term statin adherence
on survival to 5 years after AMI. We also examined the
association between total cholesterol (TC), high-density
lipoprotein cholesterol (HDL-C), non-HDL-C or triglyc-
eride, as binary variables in accordance with professional
societies” guidelines,'' '* and 5-year mortality after index
hospitalisation for AMI.

Ascertainment of AMI

For each patient, AMI (STEMI or NSTEMI) as the primary
diagnosis at the time of discharge was documented by the
attending physician and then captured by data abstrac-
tors.

Ascertainment of HLP

Contemporary guidelines recommend assessment of
total cardiovascular risk for secondary prevention of
cardiovascular risk and initiation of statin in patients who
had AMI, given insufficient evidence for specific LDL-C,
non-HDL-C, HDL-C, TC or triglyceride thresholds.'" '
Patients with AMI are generally considered as very high-
risk for subsequent cardiovascular events. Current guide-
lines recommend intensifying lipid lowering therapy with
non-statin drugs if statin alone fail to achieve a LDL-C
level <70mg/dL. In the current study, HLP was defined
as provider documented and identified as secondary
diagnosis using ICD-9-CM codes as represented in online
supplementary table 1, or a new in-hospital diagnosis
based on LDL-C level 2100 mg/dL during index hospital-
isation or within the preceding 6 months. The physician-
reported diagnosis of HLP at baseline was based on then
clinical practice in accordance with National Cholesterol
Education Programme Expert Panel on Detection, Evalu-
ation and Treatment of High Blood Cholesterol in Adults
(Adult Treatment Panel III)."> For most primary care
physicians HLP was a TC 2240 mg/dL, a LDL-C 2100 mg/
dL or a HDL- C <40 mg/dL with or without hypertriglyc-
eridaemia (triglycerides >200mg/dL)."*

LDL-C was measured indirectly by the Friedewald
method."” Published reports suggested that lipid panels
measured within the first 24 hours after an acute cardio-
vascular event reliably represents baseline level.'®

Ascertainment of CCs

We considered a CC to be present if it was documented
as a secondary diagnosis durin% index hospitalisation. We
determined a panel of 20 CCs'” by Clinical Classifications
Software (CCS) codes developed by US Healthcare Cost
and Utilization Project. CCs with low prevalence (<3%)
were excluded from the data analysis. Several observa-
tional studies demonstrated lower prevalence of certain
CCs at least partly attributable to coding practices, physi-
cian and patientreported bias and acute conditions
prioritisation bias.'"™' Observational studies demon-
strated that certain CCs were underreported while others
were accurately reported.'?*

Ascertainment of mortality

All deaths occurring from admission to censoring date
were abstracted from Mayo Clinic electronic medical
records.

Ascertainment of statin and non-statin HLP therapy

Statin and non-statin drug (ezetimibe, fibrates or niacin)
prescription at discharge including statin prescription by
intensity was captured from electronic medical records.
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Intensity of a statin therapy was defined as high-intensity
(atorvastatin 40 mg to 80 mg and rosuvastatin 20 mg to 40
mg) and non-high intensity.”

Ascertainment of adherence to statin

Adherence to statin was defined as medication possession
ratio (MPR) between the first and last prescription® as
documented in the medical records. MPR for statin was
calculated as number of days statin received after hospi-
talisation for AMI divided by number of days followed
until death or a 5-year follow-up period. Adherence was
stratified into three levels according to MPR: low (<50%),
intermediate (50%-79%) and high adherent (280% or
greater) groups.

Statistical analysis

Student’s t-test, Wilcoxon rank-sum test and % test were
used to compare means, medians and proportions,
respectively.

Propensity score analysis
Propensity scores were estimated using logistic regression
(PROC PS MATCH in SAS).

Covariate selection in propensity score matching

We chose age, gender, length of hospital stay, race,
select CCs (cancer, chronic kidney disease (CKD),
chronic obstructive pulmonary disease (COPD), diabetes
mellitus, hypertension and stroke) and year of hospitali-
sation as covariates for propensity score matching based
on prior knowledge of their respective association with
clinical outcome following AMI. Prior studies showed
that propensity score modelling based on covariates that
impact clinical outcome results in accurate effect esti-
mates.”

Multivariable Cox models

Cox proportional hazards models were performed on
the matched samples using a robust variance estimator to
account for matching.

Survival analysis

Cox proportional hazard model fitted survival curves
stratified by HLP were generated for the entire cohortand
STEMI and NSTEMI subgroups. Restricted mean survival
time (RMST) method was used to estimate survival time
for each patient.”® Differences in survival time between
patients with and without HLP were compared using
t-test. When calculating the life years lost or gained at
5-year time interval for patient subgroups, group means
were used as a baseline survival time. Separate Cox regres-
sion model fitted survival curves were constructed to
elucidate the relationship between level of statin adher-
ence and time to death. Similarly, we estimated survival
time according to levels of statin adherence by separate
RMST analysis. Data analyses were performed using SAS
9.4 version (V.9.4, Cary, North Carolina, USA) and Stata
(MP15.1, College Station, Texas, USA).

Sensitivity analysis
Analysis restricted to patients with no statin prescription
at discharge was performed.

RESULTS

Study population and baseline characteristics

Online supplementary figure 1 illustrates the Strength-
ening the Reporting of Observational Studies in Epide-
miology flow diagram for selection of final study cohorts.
Initial prematched study cohort comprised of 7071
patients with AMI, 4809 (68%) had concurrent HLP and
2262 (32%) had no HLP. Using propensity scores, 2091
patients with HLP (age (mean+SD) 69.7+13.5, male 63%,
white 90%) were matched to 2091 without HLP (age
70.6+14.2, male 63%, white 90%). After propensity score
matching, the two groups were similar in baseline char-
acteristics with absolute standardised difference between
0.006 and 0.11 and an exact match on gender and race,
thereby suggesting that the variables were well balanced
between patients with and those without HLP (table 1).
Matched patients with incomplete data were excluded
from regression analysis. Of 20 CCs, only 7 CCs were
included in final analysis for their frequency 23%.

Survival

Effect of HLP on survival

The survival benefit of having HLP is represented by
Cox proportional hazard model fitted survival curves
(figure 1). Patients with HLP had higher rate of survival to
hospital discharge than those with no HLP (95% vs 91%;
log-rank p<0.0001; online supplementary figure 2). The
differences in survival to discharge between patients with
HLP and those with no HLP was consistent across STEMI
(95% vs 89%, log-rank p<0.0001) and NSTEMI (95%
vs 92%, log-rank p<0.0003) subgroups. The cumulative
B-year survival was 70% (2499 of 3546) in overall patients,
65% (1399 of 2155) in NSTEMI and 79% (1100 of 1391)
in STEMI. The absolute estimated difference in length
of survival over b-year follow-up in patients with versus
without HLP was 0.35year (95% CI 0.25-0.46) for overall
patients, 0.39year (95% CI 0.26 to 0.53) for NSTEMI and
0.24year (95%CI 0.09 to 0.39) for STEMI. In separate
analysis patients with HLP gained on an average 0.17 life
year (95%CI 0.11 to 0.24) in overall patients, 0.20 life
year (95% CI 0.11 to 0.29) in NSTEMI and 0.11 life year
(95% CI 0.02 to 0.20) in STEMI over a 5-year follow-up.
These survival benefits conferred by HLP in patients with
AMI were independent of statin use, demographics and a
number of CCs. Table 2Table 2 summarises the results of
restriction mean survival time.

Effect of prescription statin at discharge on survival

Prescription statin at discharge added 0.67 life year
(95%CI 0.62 to 0.71) in overall cohort, 0.77 life year
(95%CI 0.70 to 0.83) in NSTEMI and 0.48 life year
(95% CI 0.42 to 0.54) in STEMI.
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All patients Propensity score matched patients
n=7071 n=3546

Absolute Absolute
HLP No HLP standardised AMI with HLP AMI with no HLP Standardised
n=4809 n=2262 difference n= 2091 n= Difference

Age, years (mean=SD) 67.1+13.8 71.1+14.0 0.287 69.7+13.5 70.6+14.2 0.066

White, n (%) 4458 (93) 2011 (89) 0.132 1887 (90) 1887 (90) 0

BMI (kg/m?) 30.0+6.2 28.9+6.6 29.4+6.2 29.0+6.7

Clinical characteristics

Year of hospital admission

Comorbid conditions

CKD, n (%) 470 (10) 221 (10) 0.0001 194 (9) 198 (10) 0.006

Diabetes, n (%) 1388 (29) 598 (26) 0.054 525 (25) 551 (26) 0.028

Hypertension, n (%) 3376 (70) 1296 (57) 0.271 1264 (60) 1240 (59) 0.02409

Lipid levels

LDL-C, missing datan (%) 240 (5) 467 (21) 101 (5) 424 (20)

Statin, n (%) 2714 (56) 795 (35) 0.437 814 (39) 783 (37) 0.03046

BMI, body mass index; CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; LDL-C, low-density lipoprotein cholesterol; LOS, length of
stay.

Statin intensity (n=56, 1.3%) were prescribed in small numbers of study
Of 2875 patients who received statin therapy on discharge, ~ population. The numbers were too small to impact the
289 (10%) were on high-intensity statin. Multivariable outcome.

Cox regression analysis showed that high-intensity statin ) ] )

was independently associated with lower 5-year mortality Effect O.f statin adherenc'e during f.OIIOW'Up qn gurvwal )
compared with non-high-intensity statin therapy (HR In patients who received statin prescription at discharge,

0.52, 95% CI 0.42 to 0.63, p<0_0001) 61.4%, 5.8% and 32.7% patients had low (<50%), inter-
mediate (50%-79%) and high (=80%) MPRs, respec-
Non-statin lipid lowering therapy tively. In Cox adjusted model, the high and intermediate

Non-statin ~ lipid lowering medications including  adherent groups were compared with the referent low
ezetimibe (n=16, 0.4%), niacin (n=60, 1.4%) and fibrates adherent group. Compared with low statin adherence,

-
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Figure 1 Survival curves by Cox regression model for
patients with hyperlipidaemia and those matched with no
hyperlipidaemia at 5 years after acute myocardial infarction.

high adherence was independently associated with a
39% lower risk of death (HR 0.61, 95% CI 0.53 to 0.70,
p<0.0001; figure 2). No difference in mortality was found
between patients with intermediate and low levels of statin
adherence. High level of statin adherence was associated
with an absolute 0.35year survival benefit compared with
low level of statin adherence (figure 2).

0.9 -

Probability of survival

0.8 1 — MPR <50%
— MPR 50-80%
— MPR >80%
0.7 T T T T !
0 1 2 3 4 5

Time since hospitalisation for acute myocardial infarction, years

Adherence to statin HR (95% CI)

MPR % No of patients (%) P for mortality
<50 2,569 (61.4) Reference
50-80 244 (5.8) 0.93 (0.73 - 1.19) 0.5960
>80 1,369 (32.7) 0.61 (0.53 — 0.70) <0.0001

Figure 2 Survival curves by Cox regression model for
patients with acute myocardial infarction by statin adherence
subgroups defined as low, intermediate and high adherence
groups according to MPR. Adjusted HR, 95% Cl and p
values for 5-year mortality among patients hospitalised for
acute myocardial infarction by statin adherence subgroups.
MPR, medication possession ratio.

Sensitivity analysis

Sensitivity analysis excluding patients who were
prescribed statin at discharge, showed a persistence of
survival benefit with HLP compared with no HLP with
absolute difference on length of survival of 0.53year
(95% CI 0.38 to 0.68) and 0.26 life year (95% CI 0.16 to
0.36) gain during the 5 years of follow-up period.

Mortality

There were 1050 (29%) all-cause deaths in entire cohort
including 759 (35%) in NSTEMI and 291 (21%) in
STEMI at 5years. The adjusted HR for all-cause mortality
in patients with HLP vs no HLP was 0.66 (95% CI 0.58
to 0.74) in overall patients, 0.65 (95% CI 0.56 to 0.76)
in NSTEMI and 0.66 (0.52-0.84) in STEMI. Prescription
statin compared with no statin at discharge was associ-
ated with lower mortality rates (HR 0.24, 95% CI 0.21 to
0.28 for overall patients; HR 0.26, 95% CI 0.21 to 0.31
for NSTEMI; HR 0.20, 95% CI 0.15 to 0.28 for STEMI).
Figure 3 represents results of Cox regression analysis.
Patients with NSTEMI were older than those with STEMI

Table 2 Results of restriction mean survival time: estimates of differences in length of survival and life years gained over 5

years after incident AMI in patients with HLP vs no HLP

Difference in length of

survival in years, HLP vs Gain in life in years with

Gain in life in

no HLP HLP years with statin
Study cohorts Mean (95% Cl) Mean (95% CI) Mean (95% Cl)
Entire cohort 0.35 (0.25 to 0.46) 0.17 (0.11 to0 0.24) 0.67 (0.62 t0 0.71)
NSTEMI 0.39 (0.26 t0 0.53) 0.20 (0.11 10 0.29) 0.77 (0.70 t0 0.83)
STEMI 0.24 (0.09 to 0.39) 0.11 (0.02 to 0.20) 0.48 (0.42 to0 0.54)
No statin group 0.53(0.38 t0 0.68) 0.26 (0.16 10 0.36)

Patients with AMI with concomitant HLP had a greater mean survival and a gain in life years over 5-year time compared with those with no

HLP.

AMI, acute myocardial infarction; HLP, hyperlipidaemia; NSTEMI, non-ST-elevation myocardial infarction; STEMI, ST-elevation myocardial

infarction.
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matched patients

Variable HR (95% Cl) P
Entire cohort (n = 3,546) 1

Age = 65 vs <65 yr : —e— 2.475 (2.08-2.94) <0.0001
HLP vs no HLP ol 0.655 (0.58-0.74) <0.0001
HTN vs no HTN ) 0.992 (0.87-1.13) 0.9030
DM vs no DM e 1.467 (1.29-1.67) <0.0001
COPD vs no COPD e 1.688 (1.45-1.97) <0.0001
CKD vs no CKD : —e— 1.898 (1.60-2.25) <0.0001
HF vs no HF 1 —eo—i 1.769 (1.55-2.02) <0.0001
Statin vs no statin [ ] 1 0.242 (0.21-0.28) <0.0001
ST-elevation myocardial infarction (n = 2,155) 1

Age 2 65 vs <65 yr : —e——— 2.618(1.94-3.53) <0.0001
HLP vs no HLP [ I 0.662 (0.52-0.84) 0.0010
HTN vs no HTN —o—il 0.940 (0.73-1.20) 0.6010
DM vs no DM —eo—i 1.230 (0.93-1.61) 0.1420
COPD vs no COPD ! ) 2.438(1.79-3.33) <0.0001
CKD vs no CKD :l—o—l 1.789 (1.24-2.57) 0.0020
HF vs no HF | /—eo—— 1.781 (1.38-2.30) <0.0001
Statin vs no statin el 1 0.205 (0.15-0.28) <0.0001
Non-ST-elevation myocardial infarction (n = 1,391) I

Age 2 65 vs <65 yr ! —— 2.338(1.90-2.88) <0.0001
HLP vs no HLP Ll : 0.654 (0.57-0.76) <0.0001
HTN vs no HTN o 1.010 (0.86-1.18) 0.9240
DM vs no DM I —o— 1.552 (1.33-1.81) <0.0001
COPD vs no COPD | —o—i 1.516 (1.27-1.81) <0.0001
CKD vs no CKD : —e— 1.938 (1.59-2.36) <0.0001
HF vs no HF | —e—i 1.791 (1.53-2.09) <0.0001
Statin vs no statin @ 1 0.258 (0.21-0.31) <0.0001
Sub-group with no prescription statin at discharge (n =2,013) |

Age 2 65 vs <65 yr : == 2.497 (2.057-3.031) <0.0001
HLP vs no HLP o 0.682 (0.59-0.78) <0.0001
HTN vs no HTN 10 0.992 (0.86-1.14) 0.9170
DM vs no DM | o 1.497 (1.29-1.73) <0.0001
COPD vs no COPD | —o—i 1.558 (1.31-1.85) <0.0001
CKD vs no CKD : —e— 1.836 (1.51-2.23) <0.0001
HF vs no HF e 1.702 (1.47-1.97) <0.0001

0.0 0.5 1.0 1.5 2.0 25 3.0
Hazard ratio

Figure 3 Results of Cox regression analysis, adjusted HR for all-cause mortality among propensity score matched patients.
CKD, chronic kidney disease; COPD, chronic obstructive pulmonary disease; DM, diabetes mellitus; HF, heart failure; HLP,

hyperlipidaemia; HTN, hypertension.

and had significantly higher prevalence of cancer, COPD,
diabetes mellitus, CKD, stroke and heart failure likely
contributing to a higher mortality in NSTEMI than in
STEMI.

Subgroup analysis

Multivariable-adjusted Cox regression model showed
HLP to be independently associated with lower in-hos-
pital mortality after AMI compared with no HLP (HR
0.58, 95% CI 0.45 to 0.74, p<0.0001). These results are
presented in online supplementary figure 2. The asso-
ciation between HLP and b-year mortality remained
consistent across age groups (<65 years, HR 0.60, 95% CI
0.49 to 0.73; 265 years, HR 0.72, 95% CI 0.66 to 0.79),
both sexes (male, HR 0.68, 95% CI 0.61 to 0.75; female,
HR 0.76, 95% CI 0.67 to 0.87), racial groups (white, HR
0.70, 95% CI 0.64 to 0.77; non-white, HR 0.75, 95% CI
0.57 to 0.98), low versus normal LVEF (LVEF>50, HR
0.69, 95%CI 0.60 to 0.79; LVEF<49, HR 0.69, 95% CI
0.61 to 0.78), statin versus no statin on dismissal (statin,
HR 0.66, 95% CI 0.59 to 0.74; no statin, HR 0.81, 95% CI
0.72 to 0.92), PCI versus no PCI (PCI, HR 0.73, 95% CI
0.64 to 0.82; no PCI, HR 0.72, 95% CI 0.65 to 0.81) and
in no CABG (HR 0.69, 95% CI 0.63 to 0.76). However,
in CABG group, patients with HLP showed lower 5-year
mortality trend compared with those with no HLP (HR
0.84, 95% CI 0.68 to 1.04). The results are presented in
online supplementary table 3.

Patients who had other lipid fractions measured were
stratified into prespecified subgroups according to their
respective concentration. We performed separate multi-
variable Cox regression models to assess their indepen-
dent effect on 5-year mortality. We found no independent
associations of TC (TC <180mg/dL vs 2181 mg/dL, HR
0.90, 95%CI 0.81 to 1.01, p=0.0647), HDL-C (HDL-C
>45mg/dL vs <44mg/dL, HR 0.97, 95% CI 0.88 to 1.06,
p=0.5251) and triglycerides (triglyceride <200 mg/dL vs
2201 mg/dL, HR 1.04, 95% CI 0.93 to 1.17, p=0.4813)
with 5-year mortality after AMI. However, elevated non-
HDL-C was associated with lower 5-year mortality after
AMI (non-HDL-C 2130 mg/dL vs <129mg/dL, HR 0.84,
95% CI 0.76 to 0.92, p=0.0002).

DISCUSSION

Main findings

Our main findings in patients hospitalised for AMI were
as follows: concomitant HLP, compared with no HLP
was associated with higher rates of survival to hospital
discharge and survival to 5 years controlling for patient-
level characteristics. We also obtained precise estimates
of the association between HLP and survival to determine
the absolute difference in 5-year survival after AMI in
patients with HLP versus no HLP. The analysis showed an
absolute increase in survival and a gain in life years over
5 years among patients with HLP versus no HLP after
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AMI. These survival benefits of having HLP at baseline
were observed in both STEMI and NSTEMI and also in
patients with a prescription statin versus no prescription
stain at discharge. The results were consistent across study
subgroups: age, gender, race, normal versus low LVEF,
revascularisation versus no revascularisation with PCIL.
The findings of narrow 95% CIs represent a strong prog-
nostic significance of baseline HLP for 5-year survival. The
results of this study also reaffirm the benefits of statins in
secondary prevention after AML.*’ A third of patients with
AMI were discharged with no statin prescription and only
1 in 10 received high-intensity statin therapy attributable
to multiple factors. In 2002, the National Cholesterol
Education Programme Adult Treatment Panel III guide-
line recommended treating to specific LDL-C targets."”
However, in 2013, the American College of Cardiology
(ACC) and the American Heart Association (AHA)
expanded statin treatment to all adults with AMI regard-
less of LDL-C targets.”” Subsequently, rates of overall and
high-intensity stain prescription in rates substantially
increased in the post ACC/AHA guideline period in
particular.®® * In an analysis of filled statin prescription
of a large US population (>1million) in post ACC/AHA
guideline period, only 62% had their prescription filled
after a recent acute coronary syndrome.” Physician and
patient preferences and then practice patterns might be
accountable for lower rates of statin prescription among
patients with AMI between 2001 and 2011. Further-
more, in the USA, the prescription pattern of statin and
statin by intensity varies with the geographical region,”
with current trends approaching those of continental
Europe.” We found that less than a third of study popu-
lation had high adherence rate to statins (MPR 280%).
Patients who were adherent to prescription statins 80%
or more days during the 5-year of follow-up period were
at lower risk of death than those with lower rates of adher-
ence to stain. In further data analysis with other lipid frac-
tions for 5-year mortality after index hospitalisation for
AMI, only non-HDL-C, similar to LDL-C, was found to
have an inverse association.

Comparative studies in the clinical context

Patients hospitalised with CAD, showed wide variations
in the ranges in admission LDL-C level with 50% having
LDL- level <100mg and 17.6% having a level <70mg/
dL.* Evidence is lacking on direct association between
the ranges in LDL-C levels and mortality risk. A number
of early epidemiological studies demonstrated that HLP
or elevated LDL-C levels were associated with increased
cardiovascular events and mortality.**** This relationship
was subsequently supported by several lipid-lowering
clinical trials that demonstrated an association between
LDL-C lowering and cardiovascular risk reduction.”
In contrast, several recent clinical trials and reports
from large registry databases suggest that HLP is rather
protective once a patient has developed AMI. Three
large registry-based studies with the combined popula-
tion of 211309 patients found that patients with HLP or

those in the high LDL-C quartiles had lower mortality
compared with those with no HLP or in the lowest LDL-C
quartile.®”? In a similar analysis of 2465 patients, higher
remnant lipoprotein cholesterol levels were associated
with lower 2year mortality after AML> A prospective
cohort study demonstrated that a lower admission LDL-C
(<105mg/dL) was associated with a reduced 3 years
survival compared with those with elevated LDL-C.” The
findings of these studies were consistent with our results.

Lipid-lowering trials demonstrated that the relation-
ship between follow-up cholesterol concentration during
therapy and outcome was non-linear and independent
of baseline cholesterol concentration.”*  Although
angiographic studies showed slowing of the progression
of atherosclerotic lesion with diet and drug therapy,
evidence is lacking for quantitative improvement in coro-
nary artery lesions in relation to degree of lowering of
LDL concentration achieved during therapy.” *' Profes-
sional guidelines also emphasise the importance of
adherence to stain therapy, which is low and declines
with time."" Our results compliment previously published
studies that higher level of adherence to statins improves
postmyocardial infarction outcomes.**

Potential mechanisms of survival benefits with HLP
Underlying mechanisms for survival benefit conferred
by HLP among patients with AMI as observed in the
present study are not fully understood. Cholesterol level
and its association with mortality may vary according to
age and concomitant CCs. For instance, cholesterol level
decreases with increasing age and the strength of its
association with mortality either decreases or shows even
inverse association with advancing age.”* ** The effect of
HLP may be attenuated in the presence of other strong
competing risk factors.” While most studies focused on
composite endpoints, a limited number of studies specif-
ically examined the effect of LDL-C lowering by statin
on all-cause mortality in patients with post-AMI. In 2014,
National Institute for Health and Care Excellence of the
United Kingdom sponsored an evidence review for the
effect of LDL-C lowering by statin on all-cause mortality
among patients with AMI. This systematic review (15
studies, n=60106) found that the effect size was too small
to be of clinical importance (https://www.ncbi.nlm.nih.
gov/books/NBK248067/pdf/Bookshelf_ NBK248067.
pdf).

Current recommendations for statin therapy in AMI
are mainly based on clinical trials of statins in persons
who have had limited number of CCs. Additionally,
the secondary prevention trials of statins were mainly
conducted predominantly in middle-aged men.*® Tt is
unclear whether these results are generalisable for all-
cause mortality and across older patients with other
life-limiting conditions. An increase in proportion of
deaths from non-cardiovascular conditions with differ-
ential association with baseline HLP may account for an
inverse association of HLP with all-cause mortality.47 The
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lowering of LDL-C with statin had no clear benefit in
patients with AMI with at least certain comorbidities.*®*

Recent studies found striking differences in associa-
tions between de novo versus statin-mediated low LDL-C
levels and postinfarction mortality.”’ Furthermore, not
all LDL-C lowering strategies are comparable in reducing
the clinical outcomes in AMI. Emerging evidence
suggests that LDL-C reduction by mechanisms other than
enhanced clearance by LDL receptors was not associated
with mortality reduction.”’ *® HLP may lead to AMI earlier
in the atherosclerotic disease process resulting in seem-
ingly greater longevity in post-AMI follow-up, thereby
introducing lead time bias.

Strengths and limitations

This study has several strengths. First, high level of case
ascertainment for incident events and prompt mortality
update allowed precise estimation of mortality risks.
Second, propensity score matching to balance observed
patient characteristics enabled further control of poten-
tial differences. The study also has a number of impor-
tant limitations. These included, several unmeasured
confounders, reliance on ICD-9-CM codes to identify
study cohort and CCS codes to assess coexisting CCs, and
lack of data on subsequent acquisition of these condi-
tions during the follow-up. The pre-existing HLP and CCs
were physician diagnosed during index hospitalisation
rather than being assigned by study investigators. The
data were limited to patients hospitalised for AMI from
2001 through 2011 with suboptimal rates of prescription
statin on discharge. The 2013 ACC/AHA guidelines may
have influenced the prescription and adherence rates of
statin among contemporary patients with AMI. Despite
these limitations, the findings of the present study can be
extended to hospital-based AMI population at large.

CONCLUSIONS

Our findings in propensity score matched cohorts
suggest that concomitant HLP, compared with no HLP,
was associated with a decrease in all-cause mortality,
potentially prolongs survival and adds life years over
5-year follow-up after AMI. These findings were inde-
pendent of statin therapy and remained consistent across
STEMI and NSTEMI subgroups and among patients with
no prescription statin at discharge. Our results provide
further support for the use of statin regardless of baseline
LDL-C to reduce all-cause mortality to prolong overall
survival after incident AMI. Our findings also underscore
the importance of close adherence to statin therapy to
improve postmyocardial infarction survival. We recom-
mend future studies to clearly understand the effect of
HLP and statin versus non-stain-induced LDL-C levels on
all-cause mortality following incident AMI.

Contributors MY, YZ, RAW, JP, TD, RN, KLJ, ZW and MHM contributed substantially
to the manuscript and certify that they have NO affiliations with or involvement

in any organisation or entity with any financial interest (such as honoraria,
educational grants, participation in speakers’ bureaus, membership, employment,

consultancies, stock ownership or other equity interest and expert testimony or
patent-licensing arrangements), or non-financial interest (such as personal or
professional relationships, affiliations, knowledge or beliefs) in the subject matter
or materials discussed in this manuscript.

Funding The authors have not declared a specific grant for this research from any
funding agency in the public, commercial or not-for-profit sectors.

Disclaimer Funded by Mayo Clinic Internal Funding, none of the authors have
conflict to disclose.

Competing interests None declared.
Patient consent for publication Not required.

Ethics approval Study was approved by the Mayo Clinic Institutional Review
Board.

Provenance and peer review Not commissioned; externally peer reviewed.

Data availability statement All data relevant to the study are included in the
article or uploaded as supplementary information.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution 4.0 Unported (CC BY 4.0) license, which permits
others to copy, redistribute, remix, transform and build upon this work for any
purpose, provided the original work is properly cited, a link to the licence is given,
and indication of whether changes were made. See: https://creativecommons.org/
licenses/by/4.0/.

ORCID iD
Mohammed Yousufuddin http://orcid.org/0000-0002-7496-9856

REFERENCES

1 Yusuf S, Hawken S, Ounpuu S, et al. Effect of potentially modifiable
risk factors associated with myocardial infarction in 52 countries (the
INTERHEART study): case-control study. Lancet 2004;364:937-52.

2 Chen Z, Peto R, Collins R, et al. Serum cholesterol concentration
and coronary heart disease in population with low cholesterol
concentrations. BMJ 1991;303:276-82.

3 Lewington S, Whitlock G, Clarke R, et al. Blood cholesterol and
vascular mortality by age, sex, and blood pressure: a meta-analysis
of individual data from 61 prospective studies with 55,000 vascular
deaths. Lancet 2007;370:1829-39.

4 Stone NJ, Robinson JG, Lichtenstein AH, et al. 2013 ACC/

AHA guideline on the treatment of blood cholesterol to reduce
atherosclerotic cardiovascular risk in adults: a report of the American
College of Cardiology/American heart association Task force on
practice guidelines. J Am Coll Cardiol 2014;63:2889-934.

5 Martin SS, Faridi KF, Joshi PH, et al. Remnant lipoprotein cholesterol
and mortality after acute myocardial infarction: further evidence for a
hypercholesterolemia paradox from the triumph registry. Clin Cardiol
2015;38:660-7.

6 Reddy VS, Bui QT, Jacobs JR, et al. Relationship between serum
low-density lipoprotein cholesterol and in-hospital mortality following
acute myocardial infarction (the lipid paradox). Am J Cardiol
2015;115:557-62.

7 Wang TY, Newby LK, Chen AY, et al. Hypercholesterolemia paradox
in relation to mortality in acute coronary syndrome. Clin Cardiol
2009;32:E22-8.

8 Schmidt M, Jacobsen JB, Lash TL, et al. 25 year trends in first time
hospitalisation for acute myocardial infarction, subsequent short
and long term mortality, and the prognostic impact of sex and
comorbidity: a Danish nationwide cohort study. BMJ 2012;344:e356.

9 Granger CB, Goldberg RJ, Dabbous O, et al. Predictors of hospital
mortality in the global registry of acute coronary events. Arch Intern
Med 2003;163:2345-53.

10 Yousufuddin M, Bartley AC, Alsawas M, et al. Impact of multiple
chronic conditions in patients hospitalized with stroke and transient
ischemic attack. J Stroke Cerebrovasc Dis 2017;26:1239-48.

11 Grundy SM, Stone NJ, Bailey AL, et al. 2018 AHA/ACC/AACVPR/
AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA guideline on
the management of blood cholesterol: Executive summary. J Am Coll
Cardiol 2019;73:3168-209.

12 Mach F, Baigent C, Catapano AL, et al. 2019 ESC/EAS guidelines
for the management of dyslipidaemias: lipid modification to reduce
cardiovascular risk. Eur Heart J 2020;41:111-88.

13 National Cholesterol Education Program (NCEP) Expert Panel on
Detection, Evaluation, and Treatment of High Blood Cholesterol
in Adults (Adult Treatment Panel lll). Third report of the National
cholesterol education program (NCEP) expert panel on detection,

Yousufuddin M, et al. Open Heart 2020;7:€001163. doi:10.1136/openhrt-2019-001163


https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
http://orcid.org/0000-0002-7496-9856
http://dx.doi.org/10.1016/S0140-6736(04)17018-9
http://dx.doi.org/10.1136/bmj.303.6797.276
http://dx.doi.org/10.1016/S0140-6736(07)61778-4
http://dx.doi.org/10.1016/j.jacc.2013.11.002
http://dx.doi.org/10.1002/clc.22470
http://dx.doi.org/10.1016/j.amjcard.2014.12.006
http://dx.doi.org/10.1002/clc.20518
http://dx.doi.org/10.1136/bmj.e356
http://dx.doi.org/10.1001/archinte.163.19.2345
http://dx.doi.org/10.1001/archinte.163.19.2345
http://dx.doi.org/10.1016/j.jstrokecerebrovasdis.2017.01.015
http://dx.doi.org/10.1016/j.jacc.2018.11.002
http://dx.doi.org/10.1016/j.jacc.2018.11.002
http://dx.doi.org/10.1093/eurheartj/ehz455

Coronary artery disease

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

evaluation, and treatment of high blood cholesterol in adults (adult
treatment panel lll) final report. Circulation 2002;106:3143-421.
Nelson RH. Hyperlipidemia as a risk factor for cardiovascular
disease. Prim Care 2013;40:195-211.

Friedewald WT, Levy RI, Fredrickson DS. Estimation of the
concentration of low-density lipoprotein cholesterol in plasma,
without use of the preparative ultracentrifuge. Clin Chem
1972;18:499-502.

Pitt B, Loscalzo J, Ycas J, et al. Lipid levels after acute coronary
syndromes. J Am Coll Cardiol 2008;51:1440-5.

Goodman RA, Posner SF, Huang ES, et al. Defining and measuring
chronic conditions: imperatives for research, policy, program, and
practice. Prev Chronic Dis 2013;10:E66.

Garvin JH, Redd A, Bolton D, et al. Exploration of ICD-9-CM coding
of chronic disease within the Elixhauser comorbidity measure

in patients with chronic heart failure. Perspect Health Inf Manag
2013;10:1b.

Hua-Gen Li M, Hutchinson A, Tacey M, et al. Reliability of
comorbidity scores derived from administrative data in the tertiary
hospital intensive care setting: a cross-sectional study. BMJ Health
Care Inform 2019;26:e000016.

Wong ML, McMurry TL, Schumacher JR, et al. Comorbidity
assessment in the National cancer database for patients with
surgically resected breast, colorectal, or lung cancer (AFT-01, -02,
-03). J Oncol Pract 2018;14:e631-43.

Hoffmann J, Haastert B, Briine M, et al. How do patients with
diabetes report their comorbidities? comparison with administrative
data. Clin Epidemiol 2018;10:499-509.

Fleming ST, Blake RL. Patterns of comorbidity in elderly patients
with multiple sclerosis. J Clin Epidemiol 1994;47:1127-32.

Stone NJ, Robinson JG, Lichtenstein AH, et al. 2013 ACC/

AHA guideline on the treatment of blood cholesterol to reduce
atherosclerotic cardiovascular risk in adults: a report of the American
College of Cardiology/American heart association Task force on
practice guidelines. Circulation 2014;129:S1-45.

Hess LM, Raebel MA, Conner DA, et al. Measurement of
adherence in pharmacy administrative databases: a proposal for
standard definitions and preferred measures. Ann Pharmacother
2006;40:1280-8.

Wyss R, Girman CJ, LoCasale RJ, et al. Variable selection for
propensity score models when estimating treatment effects on
multiple outcomes: a simulation study. Pharmacoepidemiol Drug Saf
2013;22:77-85.

Royston P, Parmar MKB. Restricted mean survival time: an
alternative to the hazard ratio for the design and analysis of
randomized trials with a time-to-event outcome. BMC Med Res
Methodol 2013;13:152.

Collins R, Reith C, Emberson J, et al. Interpretation of the

evidence for the efficacy and safety of statin therapy. Lancet
2016;388:2532-61.

Okerson T, Patel J, DiMario S, et al. Effect of 2013 ACC/AHA blood
cholesterol guidelines on statin treatment patterns and low-density
lipoprotein cholesterol in atherosclerotic cardiovascular disease
patients. J Am Heart Assoc 2017;6. doi:10.1161/JAHA.116.004909.
[Epub ahead of print: 17 Mar 2017].

Olufade T, Zhou S, Anzalone D, et al. Initiation Patterns of Statins
in the 2 Years After Release of the 2013 American College of
Cardiology/American Heart Association (ACC/AHA) Cholesterol
Management Guideline in a Large US Health Plan. J Am Heart Assoc
2017;6. doi:10.1161/JAHA.116.005205. [Epub ahead of print: 04
May 2017].

Steen DL, Khan |, Becker L, et al. Patterns and predictors of lipid-
lowering therapy in patients with atherosclerotic cardiovascular
disease and/or diabetes mellitus in 2014: insights from a large US
managed-care population. Clin Cardiol 2017;40:155-62.

Rosenson RS, Farkouh ME, Mefford M, et al. Trends in Use of High-
Intensity Statin Therapy After Myocardial Infarction, 2011 to 2014. J
Am Coll Cardiol 2017;69:2696-706.

Harrison TN, Scott RD, Cheetham TC, et al. Trends in statin use
2009-2015 in a large integrated health system: pre- and Post-2013
ACC/AHA guideline on treatment of blood cholesterol. Cardiovasc
Drugs Ther 2018;32:397-404.

33 Sachdeva A, Cannon CP, Deedwania PC, et al. Lipid levels in
patients hospitalized with coronary artery disease: an analysis of
136,905 hospitalizations in get with the guidelines. Am Heart J
2009;157:111-7.

34 Multiple risk factor intervention trial. risk factor changes and
mortality results. multiple risk factor intervention trial Research
Group. JAMA 1982;248:1465-77.

35 Kannel WB, Castelli WP, Gordon T, et al. Serum cholesterol,
lipoproteins, and the risk of coronary heart disease. The Framingham
study. Ann Intern Med 1971;74:1-12.

36 Silverman MG, Ference BA, Im K, et al. Association between
lowering LDL-C and cardiovascular risk reduction among different
therapeutic interventions: a systematic review and meta-analysis.
JAMA 2016;316:1289-97.

37 Al-Mallah MH, Hatahet H, Cavalcante JL, et al. Low admission LDL-
cholesterol is associated with increased 3-year all-cause mortality
in patients with non ST segment elevation myocardial infarction.
Cardiol J 2009;16:227-33.

38 Influence of pravastatin and plasma lipids on clinical events in the
West of Scotland coronary prevention study (WOSCOPS). Circulation
1998;97:1440-5.

39 Sacks FM, Moyé LA, Davis BR, et al. Relationship between plasma
LDL concentrations during treatment with pravastatin and recurrent
coronary events in the cholesterol and recurrent events trial.
Circulation 1998;97:1446-52.

40 Schwartz GG, Olsson AG, Ezekowitz MD, et al. Effects of
atorvastatin on early recurrent ischemic events in acute coronary
syndromes: the MIRACL study: a randomized controlled trial. JAMA
2001;285:1711-8.

41 Ravnskov U. Is atherosclerosis caused by high cholesterol? QUM
2002;95:397-403.

42 Rasmussen JN, Chong A, Alter DA. Relationship between adherence
to evidence-based pharmacotherapy and long-term mortality after
acute myocardial infarction. JAMA 2007;297:177-86.

43 Ferrara A, Barrett-Connor E, Shan J, Total SJ. Total, LDL, and HDL
cholesterol decrease with age in older men and women. The Rancho
bernardo study 1984-1994. Circulation 1997;96:37-43.

44 Ravnskov U, Diamond DM, Hama R, et al. Lack of an association or
an inverse association between low-density-lipoprotein cholesterol
and mortality in the elderly: a systematic review. BMJ Open
2016;6:e010401.

45 Cho KH, Jeong MH, Ahn Y, et al. Low-Density lipoprotein
cholesterol level in patients with acute myocardial infarction having
percutaneous coronary intervention (the cholesterol paradox). Am J
Cardiol 2010;106:1061-8.

46 Bandyopadhyay S, Bayer AJ, O'Mahony MS. Age and gender bias in
statin trials. QUM 2001;94:127-32.

47 Sharma A, de Souza Brito F, Sun J-L, et al. Noncardiovascular
deaths are more common than cardiovascular deaths in patients
with cardiovascular disease or cardiovascular risk factors and
impaired glucose tolerance: insights from the nateglinide and
valsartan in impaired glucose tolerance outcomes research
(navigator) trial. Am Heart J 2017;186:73-82.

48 Tavazzi L, Maggioni AP, Marchioli R, et al. Effect of rosuvastatin
in patients with chronic heart failure (the GISSI-HF trial): a
randomised, double-blind, placebo-controlled trial. Lancet
2008;372:1231-9.

49 Wanner C, Krane V, Marz W, et al. Atorvastatin in patients with
type 2 diabetes mellitus undergoing hemodialysis. N Engl J Med
2005;353:238-48.

50 Oduncu V, Erkol A, Kurt M, et al. The prognostic value of very
low admission LDL-cholesterol levels in ST-segment elevation
myocardial infarction compared in statin-pretreated and statin-naive
patients undergoing primary percutaneous coronary intervention. Int
J Cardiol 2013;167:458-63.

51 Landray MJ, Haynes R, Hopewell JC, et al. Effects of extended-
release niacin with laropiprant in high-risk patients. N Engl J Med
2014;371:203-12.

52 Lincoff AM, Nicholls SJ, Riesmeyer JS, et al. Evacetrapib and
cardiovascular outcomes in high-risk vascular disease. N Engl J Med
2017;376:1933-42.

Yousufuddin M, et al. Open Heart 2020;7:€001163. doi:10.1136/openhrt-2019-001163


http://dx.doi.org/10.1161/circ.106.25.3143
http://dx.doi.org/10.1016/j.pop.2012.11.003
http://dx.doi.org/10.1093/clinchem/18.6.499
http://dx.doi.org/10.1016/j.jacc.2007.11.075
http://dx.doi.org/10.5888/pcd10.120239
http://www.ncbi.nlm.nih.gov/pubmed/24159270
http://dx.doi.org/10.1136/bmjhci-2019-000016
http://dx.doi.org/10.1136/bmjhci-2019-000016
http://dx.doi.org/10.1200/JOP.18.00175
http://dx.doi.org/10.2147/CLEP.S135872
http://dx.doi.org/10.1016/0895-4356(94)90099-X
http://dx.doi.org/10.1161/01.cir.0000437738.63853.7a
http://dx.doi.org/10.1345/aph.1H018
http://dx.doi.org/10.1002/pds.3356
http://dx.doi.org/10.1186/1471-2288-13-152
http://dx.doi.org/10.1186/1471-2288-13-152
http://dx.doi.org/10.1016/S0140-6736(16)31357-5
http://dx.doi.org/10.1161/JAHA.116.004909
http://dx.doi.org/10.1161/JAHA.116.005205
http://dx.doi.org/10.1002/clc.22641
http://dx.doi.org/10.1016/j.jacc.2017.03.585
http://dx.doi.org/10.1016/j.jacc.2017.03.585
http://dx.doi.org/10.1007/s10557-018-6810-1
http://dx.doi.org/10.1007/s10557-018-6810-1
http://dx.doi.org/10.1016/j.ahj.2008.08.010
http://www.ncbi.nlm.nih.gov/pubmed/7050440
http://dx.doi.org/10.7326/0003-4819-74-1-1
http://dx.doi.org/10.1001/jama.2016.13985
http://www.ncbi.nlm.nih.gov/pubmed/19437396
http://dx.doi.org/10.1161/01.CIR.97.15.1440
http://dx.doi.org/10.1161/01.CIR.97.15.1446
http://dx.doi.org/10.1001/jama.285.13.1711
http://dx.doi.org/10.1093/qjmed/95.6.397
http://dx.doi.org/10.1001/jama.297.2.177
http://dx.doi.org/10.1161/01.cir.96.1.37
http://dx.doi.org/10.1136/bmjopen-2015-010401
http://dx.doi.org/10.1016/j.amjcard.2010.06.009
http://dx.doi.org/10.1016/j.amjcard.2010.06.009
http://dx.doi.org/10.1093/qjmed/94.3.127
http://dx.doi.org/10.1016/j.ahj.2016.12.011
http://dx.doi.org/10.1016/S0140-6736(08)61240-4
http://dx.doi.org/10.1056/NEJMoa043545
http://dx.doi.org/10.1016/j.ijcard.2012.01.009
http://dx.doi.org/10.1016/j.ijcard.2012.01.009
http://dx.doi.org/10.1056/NEJMoa1300955
http://dx.doi.org/10.1056/NEJMoa1609581

	Association of hyperlipidaemia with 5-­year survival after hospitalisation for acute myocardial infarction: a propensity score matched analysis
	Abstract
	Introduction﻿﻿
	Methods
	Study population and data collection
	Measurement of outcomes
	Ascertainment of AMI
	Ascertainment of HLP
	Ascertainment of CCs
	Ascertainment of mortality
	Ascertainment of statin and non-statin HLP therapy
	Ascertainment of adherence to statin
	Statistical analysis
	Propensity score analysis
	Covariate selection in propensity score matching
	Multivariable Cox models
	Survival analysis
	Sensitivity analysis


	Results
	Study population and baseline characteristics
	Survival
	Effect of HLP on survival
	Effect of prescription statin at discharge on survival
	Statin intensity
	Non-statin lipid lowering therapy
	Effect of statin adherence during follow-up on survival
	Sensitivity analysis

	Mortality
	Subgroup analysis

	Discussion
	Main findings
	Comparative studies in the clinical context
	Potential mechanisms of survival benefits with HLP
	Strengths and limitations

	Conclusions
	References


