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Background: Previous studies have shown that the presence of anemia is associated with increased short- and long-
term outcomes in patients with acute myocardial infarction (AMI). This study aims at examining the impact of
admission anemia on long-term, all-cause mortality following AMI in patients recruited from a population-based
registry. Contrary to most prior studies, we distinguished between patients with mild and moderate to severe anemia.

Methods: This prospective study was conducted in 2011 patients consecutively hospitalized for AMI that occurred
between January 2005 and December 2008. Patients who survived more than 28 days after AMI were followed up until
December 2011. Hemoglobin (Hb) concentration was measured at hospital admission and classified according to the
World Health Organization (WHQO). Mild anemia was defined as Hb concentration of 11 to < 12 g/dL in women and 11
to < 13 g/dL in men; moderate to severe anemia as Hb concentration of < 11 g/dL. Adjusted Cox regression models
were calculated to compare survival in patients with and without anemia.

Results: Mild anemia and moderate to severe anemia was found in 183 (9.1%) and 100 (5%) patients, respectively.
All-cause mortality after a median follow-up time of 4.2 years was 11.9%. The Cox regression analysis showed
significantly increased mortality risks in both patients with mild (HR 1.74, 95% Cl 1.23-2.45) and moderate to severe
anemia (HR 2.05, 95% Cl 1.37-3.05) compared to patients without anemia.

Conclusion: This study shows that anemia adversely affects long-term survival following AMI. However, further studies
are needed to confirm that anemia can solely explain worse long-term outcomes after AMI.

Keywords: Myocardial infarction, Anemia, Hemoglobin, Mortality

Background

Anemia found in patients with acute myocardial infarc-
tion (AMI) and measured at hospital admission has been
identified as an independent predictor of adverse out-
comes such as cardiac events, major bleeding as well as
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short- and long-term mortality [1-5]. Defined according
to the World Health Organization (WHO), anemia is
present in women and men if hemoglobin (Hb) concen-
tration falls below 12 g/dL and 13 g/dL, respectively [6].
Compared with the prevalence in the general population
(3.8%) [7], anemia is more frequently encountered in pa-
tients hospitalized for cardiac events [8, 9]. Ranging
from 11% to 38% the presence of anemia varied widely
across prior studies in patients with AMI [10, 11].

The majority of previous studies in patients with AMI
focused on comparing those with and without anemia

© The Author(s). 2018 Open Access This article is distributed under the terms of the Creative Commons Attribution 4.0
International License (http://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and
reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to

the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.


http://crossmark.crossref.org/dialog/?doi=10.1186/s12872-018-0785-5&domain=pdf
http://orcid.org/0000-0003-2814-1000
mailto:miriam.colombo@helmholtz-muenchen.de
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/publicdomain/zero/1.0/

Colombo et al. BMC Cardiovascular Disorders (2018) 18:50

neglecting severity of anemia. However, since it is a
common condition found in hospitalized patients, sever-
ity of anemia might be important to consider [11]. In
addition, results from long-term studies covering obser-
vation periods beyond 5 years are scarce. Therefore, the
aim of this study was to examine the association
between admission anemia and long-term, all-cause
mortality in patients with AMI recruited from the
MONICA/KORA myocardial infarction registry and to
incorporate severity of anemia into the analysis.

Methods

The data for this study were derived from the Myocardial
Infarction Registry that was established in Augsburg as
part of the WHO project MONICA (Monitoring Trends
and Determinants in Cardiovascular disease) in 1984. All
coronary deaths and cases of non-fatal AMI occurring
among the inhabitants of the city of Augsburg and the 2
adjacent counties (600,000 inhabitants) have been con-
tinuously registered since then. The population-based
registry was included into the KORA (Cooperative Health
Research in the Region of Augsburg) framework when the
MONICA project ended in 1995.

Patients aged between 25 and 74 years, who were admit-
ted to one out of 8 hospitals in the study area were in-
cluded. Written informed consent had to be obtained
before patients were included into the cohort. More detailed
information on case identification, diagnostic classification
of events and quality control of the data can be found in
previous publications [12, 13]. Trained study nurses inter-
viewed the participants during hospital stay using a stan-
dardized questionnaire. In order to confirm the information
provided by the patients and to collect additional informa-
tion, the patients’ medical chart was reviewed. Both
methods of data collection and questionnaires have been
approved by the ethics committee of the Bavarian Medical
Association (Bayerische Landesdrztekammer) and the study
was performed in accordance with the Declaration of
Helsinki.

We conducted this prospective study in consecutive pa-
tients hospitalized for AMI between January 1, 2005 and
December 31, 2008. Patients were followed up for all-cause
mortality, the outcome of this study, until December 31,
2011. The vital status of study participants after hospital
discharge was determined through population registries lo-
cated in- and outside the study region. Patients were in-
cluded in this study if they survived longer than 28 days
after AMI had occurred. Those with missing information
on both admission Hb concentration (17 =68) as well as
relevant covariates (1 = 176) were excluded. The final study
population consisted of 2011 patients with AML

Presence of anemia was defined based on Hb concen-
tration (g/dL) measured at hospital admission and pa-
tients were categorized according to WHO classification
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of anemia [6]. Mild anemia was defined as Hb concen-
tration of 11 to <12 g/dL in women and 11 to <13 g/dL
in men. Moderate to severe anemia was present when
Hb concentration was below 11 g/dL. Since only thirteen
patients had severe anemia (Hb <8 g/dL), no further
subdivisions were made.

In order to examine whether an impaired renal function
was present, we used the estimated glomerular filtration rate
(eGFR) and applied the Modification of Diet in Renal Dis-
ease (MDRD) study equation (eGFR (ml/min/1.73 m?) =
186.3 x (serum creatinine” '**) x (age™ %*%) x 0.742 (if fe-
male) x 1.212 (if black)) [14] to calculate it. Risk factors such
as history of angina pectoris, prior myocardial infarction,
hypertension, hyperlipidemia, diabetes mellitus, stroke as
well as patients’ smoking habits were covered during the
interview conducted by the study nurses and confirmed by
chart review (except for history of stroke and smoking
habits). Body mass index (BMI; kg/m?), systolic and diastolic
blood pressure as well as heart rate and AMI classification
(ST-segment elevation myocardial infarction (STEMI), non-
ST-segment elevation myocardial infarction (NSTEMI) or
bundle branch block) were derived from chart review only.
Echocardiography, ventriculography and radionuclide ven-
triculography were used to determine whether patients had
a reduced left ventricular ejection fraction (LVEF < 30%).
Furthermore, medications administered at discharge were
documented. The majority of patients received antiplatelet
agents, angiotensin-converting enzyme inhibitors (ACEI) or
angiotensin-receptor-blockers (ARB), beta-blockers and sta-
tins at discharge and therefore, we included these medica-
tions as one covariate (4 evidence-based medications
(EBM); ves/no). In-hospital procedures such as percutan-
eous coronary intervention (PCI) and coronary artery by-
pass graft (CABG) were determined by chart review. Since
in-hospital complications rarely occurred, a single covariate
was generated including the occurrence of cardiac arrest,
pulmonary edema, bradycardia, re-infarction, ventricular
tachycardia, ventricular fibrillation or cardiogenic shock.

Possible differences in survival were tested using Kaplan-
Meyer plots as well as log-rank tests. Hazard ratios (HR) for
all-cause mortality according to anemia status were calcu-
lated using Cox regression models. Three different models
were calculated: 1) an unadjusted model, 2) a model ad-
justed for age and sex, and 3) a model adjusted for age, sex,
previous MI, angina pectoris, hyperlipidemia, diabetes,
stroke, eGFR, heart rate, AMI type, LVEEF, discharge medica-
tions, PCI and in-hospital complications. Covariates made it
into the latter model if the corresponding log-rank-test was
statistically significant (p < 0.05) and if they proved to make
a statistically significant contribution to predicting all-cause
mortality in a model together with anemia status. We
graphically tested whether the assumption of proportional
hazards (parallel lines of log (-log (event)) versus log of
event times) was valid for each covariate. Time-dependent
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interaction terms were included if the assumption was
rejected. The covariates age and sex were included into each
model independent of statistical significance. Due to fre-
quently missing data, LVEF was entered into the regression
model as a dummy coded variable (LVEF < 30%; yes/no/
missing). The variance inflation factor (VIF) was used to de-
tect multicollinearity among covariates [15]. Furthermore,
we calculated adjusted Cox regression models for increasing
observation periods ranging from one to 6 years.

As a sensitivity analysis, we calculated a Cox regres-
sion model including all patients who were originally ex-
cluded from our study population due to missing
information on any covariate (n = 176). We adjusted this
model for sex and age. Patients without anemia served
as the reference category for all analyses. P-values of <
0.05 were considered statistically significant. The ana-
lyses were performed using statistical software package
SAS version 9.2 (SAS Institute Inc., Cary, NC).

Results

In total, 283 AMI patients (14.1%) were considered
anemic based on admission Hb concentration. Of those
patients, 183 (64.7%) were mildly anemic, whereas 100
(35.3%) had moderate to severe anemia. Male patients
accounted for 75.6% of the total study population and
the mean age was 60.9 + 9.6 years. Further patient char-
acteristics are summarized in Table 1.

Patients without anemia differed from the group with
anemia concerning a majority of patient characteristics:
they were significantly younger, had a higher BMI and
were more likely to smoke (see Table 1). In terms of known
comorbidities and other risk factors, the non-anemia group
was overall healthier. They were less likely to have diabetes
and to have suffered from prior myocardial infarction, an-
gina pectoris and stroke. Additionally, they had a signifi-
cantly higher eGFR on admission. Patients with anemia
were less likely to receive antiplatelet agents, ACEIs/ARBs
and statins, but more often received diuretics and insulin at
hospital discharge. Patients with anemia more often had a
LVEF < 30% and information on LVEF was more frequently
missing than in patients without anemia.

During a median follow-up time of 4.2 years (IQR
3.1-5.4), 241 (12.0%) patients with AMI died. Patients
with anemia had a significantly higher long-term mortal-
ity (n =85, 30.0%) compared to patients without anemia
(n =156, 9.0%). A higher percentage of patients died in
the group with moderate to severe anemia (n=37,
37.0%) than in the group with mild anemia (n =48,
26.2%). Kaplan-Meier plots showing survival curves
stratified by anemia status and the corresponding log-
rank p-value are provided in Fig. 1. Patients who died
during follow-up were significantly older, had a lower
eGFR and were more likely to have an impaired LVEF
compared to those without an event during follow-up
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(data not shown). Furthermore, they received four EBM
at discharge significantly less often (data not shown).

Results of the Cox regression analyses are shown in
Table 2.

In the unadjusted model, patients with mild anemia
and patients with moderate to severe anemia had signifi-
cantly increased mortality risks compared to the non-
anemia group by factor of 3.35 and 5.22, respectively.
With increasing adjustment, HRs decreased but still
remained statistically significant. Interaction terms were
each included in a regression model together with
anemia status due to a rejected proportionality assump-
tion for sex, age, BMI, smoking habits, history of angina
pectoris, history of diabetes, AMI type, LVEF, eGFR and
heart rate. None of the interaction terms made a statisti-
cally significant contribution to the models. Despite the
adjustment, patients with moderate to severe anemia
still had a 2 times higher mortality risk (HR 2.05, 95% CI
1.37-3.05) compared to the reference group. In patients
with mild anemia, the risk of dying was increased by
74% in the final model (HR 1.74, 95% CI 1.23-2.45).
Possible multicollinearity among covariates was rejected
since the VIF did not exceed the threshold value of 2.5.

Cox regression models for increasing observation pe-
riods showed decreasing HRs in both groups with
anemia (see Additional file 1: Figure S1). After 1 year,
both anemia groups had a 2.4-times increased risk of
dying. The risk decreased to HRs of 1.7 and 2.1 in pa-
tients with mild anemia and moderate to severe anemia
6 years after AMI, respectively. Estimates drifted apart
starting at 3 years of observation period.

The sensitivity analysis showed increased HRs in pa-
tients with moderate to severe anemia (HR 4.19 vs. 3.94)
and attenuated HRs in patients with mild anemia (HR
2.46 vs. 2.71) compared to the results from our actual
study population (see Additional file 2: Table S1). The
estimates remained statistically significant.

Discussion

In the present analysis, we demonstrated that anemia on
admission both the mild and moderate to severe type was
associated with higher long-term all-cause mortality in pa-
tients hospitalized for AMI. HRs attenuated after multi-
variate adjustment, but a considerable and statistically
significant difference in mortality risk persisted. Similar
risks for patients in both anemia groups were found 1 year
after AMI before they decreased and drifted apart with in-
creasing observation periods.

In patients with coronary artery disease, the prevalence of
anemia on admission varied widely across previous studies
and ranged from 11% [10] to up to 38% [11]. Compared to
most previous studies, the prevalence of anemia in our
population (14.1%) was low [1, 8, 10, 11, 16-21]. Those
studies focused either only on patients with STEMI or
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Table 1 Baseline characteristics and long-term mortality of patients with AMI by anemia status (n=2011)

Anemia® (n =283) Non-anemia® (n=1728) p Value
Total Mild anemia® Moderate to severe anemia®
(n=183) (n=100)
Socio-demographic characteristics
Age (years) 648 +85 645+ 85 654+84 60.1+96 <0.0001
Female 70 (24.7) 43 (23.5) 27 (27.0) 440 (25.5) 0.7838
Living alone, (n=1939) 54 (20.7) 35(20.2) 19 (21.6) 291 (17.34) 04057
Risk factors and medical history
BMI (kg/mz)/ (n=1934) 272+48 274+48 268 +£49 280+45 0.0272
Smoking status, (n = 1886) <0.0001
Smoker 55 (22.7) 36 (22.5) 19 (23.2) 661 (40.2)
Ex-smoker 102 (41.2) 70 (43.8) 32 (39.0) 515 (31.3)
Never smoker 85 (35.1) 54 (33.8) 31 (37.8) 468 (28.5)
Prior myocardial infarction 41 (14.5) 24 (13.2) 17 (17.0) 165 (9.6) 0.0228
Angina pectoris 71 (25.0) 1(27.9) 20 (20.0) 282 (16.3) 0.0004
Hypertension 230 (81.3) 142 (77.6) 88 (88.0) 1367 (79.1) 0.0830
Hyperlipidemia 164 (58.0) 107 (58.5) 57 (57.0) 1118 (64.7) 0.0884
Diabetes 123 (43.5) 68 (37.2) 55 (55.0) 488 (28.2) <0.0001
Stroke 38 (134) 21 (11.5) 17 (17.0) 85 (4.9) < 0.0001
Laboratory markers
Hemoglobin (g/dL) 112+16 121+06 95+£13 148+13 < 0.0001
eGFR (ml/min/1.73m?) 63.9 (43.4-85.5) 65.9 (47.4-834) 60.3 (35.9-834) 783 (64.4-92.3) <0.0001
eGFR < 60 ml/min/1.73m? 122 (43.1) 73 (399) 49 (49.0) 329 (19.0) <0.0001
Clinical characteristics
Systolic blood pressure (mmHg) 120+17 120+ 16 121+19 118+ 15 0.0746
Diastolic blood pressure (mmHg) 68+ 10 68+ 10 6711 69+ 10 0.1236
Heart rate (bpm) 73+ 11 73+11 73+10 71+10 0.0004
AMI type <0.0001
STEMI 63 (22.3) 46 (25.14) 17 (17.0) 616 (35.6)
NSTEMI 194 (68.6) 120 (65.6) 74 (74.0) 1019 (59.0)
Bundle branch block 26 (9.2) 17 (9.3) 9 (9.0) 93 (54)
LVEF (h=1188) 0.0021
LVEF < 30% 4(29) 3(1.6) 1(1.0 38(22)
LVEF 230% 132 (46.6) 87 (47.5) 45 (45.0) 1014 (58.7)
Missing 147 (51.9) 93 (50.8) 54 (54.0) 676 (39.1)
Medication at discharge
Antiplatelet agents 263 (92.9) 172 (94.0) 91 (91.0) 1686 (97.6) < 0.0001
ACEIs/ARBs 225 (79.5) 149 (814) 76 (76.0) 1493 (86.4) 0.0045
Beta-blocker 1(95.8) 175 (95.6) 96 (96.0) 1728 (96.1) 0.9595
Statins 239 (84.5) 161 (88.0) 78 (78.0) 1636 (94.7) < 0.0001
4 EBM 178 (62.9) 125 (68.3) 53 (53.0) 1358 (78.6) <0.0001
Calcium channel blocker 49 (17.3) 33 (18.0) 16 (16.0) 216 (12.5) 0.0758
Diuretics 184(65.0) 115 (62.8) 69 (69.0) 877 (50.8) < 0.0001
Insulin 57 (20.1) 30 (164) 7(27.0) 147 (8.5) <0.0001
(20.0) (

Other antidiabetic agents 51 (18.0) 31 (16.9) 20 (20.0 225 (13.0) 0.0594
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Table 1 Baseline characteristics and long-term mortality of patients with AMI by anemia status (n =2011) (Continued)

Anemia® (n =283) Non-anemia® (n=1728) p Value
Total Mild anemia® Moderate to severe anemia“
(n=183) (n=100)
In-hospital treatment
PCl 139 (49.1) 102 (55.7) 37 (37.0) 1335 (77.3) < 0.0001
CABG 66 (23.3) 39 (21.3) 27 (27.0) 235 (13.6) < 0.0001
Any in-hospital complication® 51(18.0) 31 (16.9) 20 (20.0) 229 (133) 0.0773
Outcome
All-cause mortality 85 (30.0) 48 (26.2) 37 (37.0) 156 (9.0) <0.0001

AMI acute myocardial infarction, ACEl angiotensin-converting enzyme inhibitor, ARB angiotensin-receptor blocker, BMI body mass index, CABG coronary artery
bypass graft, EBM evidence-based medications (antiplatelet agents, ACEIs/ARBs, beta-blockers, statins), eGFR estimated glomerular filtration rate, LVEF left ventricular
ejection fraction, PC/ percutaneous coronary intervention

Data are presented as n (%), mean + standard deviation or median (interquartile range (25%-quartile — 75%-quartile))

@ Anemia: Hemoglobin (Hb) concentration of < 12 g/dL in women, Hb concentration of < 13 g/dL in men

b Mild anemia: Hb concentration of 11 g/dL to < 12 g/dL in women, Hb concentration of 11 g/dL to < 13 g/dL in men

€ Moderate to severe anemia: Hb concentration of <11 g/dL in men and women

4 Non-anemia: Hb concentration of >12 g/dL in women, Hb concentration of >13 g/dL in men

€ Any in-hospital complication includes at least one of the following: cardiac arrest, pulmonary edema, bradycardia, re-infarction, ventricular tachycardia, ventricu-
lar fibrillation, cardiogenic shock

Product-Limit Survival Estimates
With Number of Subjects at Risk
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anemia_status
1: Mild anemia (Hb concentration of 11 to <12 g/dL in women and of 11 to <13 g/dL in men)
— — — 2:Moderate or severe anemia (Hb concentration of <11 g/dL in women and men)
— - — 3:Non-anemia (Hb concentration of >= 12 g/dL in women and of >= 13 g/dL in men)

Fig. 1 Kaplan-Meier curve with log-rank test p-value of 6-year survival by anemia status. Hb, Hemoglobin
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Table 2 Cox regression models for long-term mortality following AMI by anemia status (n=2011)

Anemia® (n = 283)

Non-anemia®

Total Mild anemia® (n = 183) Moderate to severe anemia“ (n = 100) (n=1728)
HR [95% Cl] p Value HR [95% Cl] p Value HR [95% Cl] p Value HR [95% Cl]
Unadjusted model 3.99 [3.07-5.20] <0.0001 3.35 [245-4.68] <.00001 522 [3.64-7.48] <0.0001 Ref.
Model 1¢ 3.13 [239-4.11] < 0.0001 2.71 [1.95-3.77] <0.0001 3.94 [3.73-5.68] <0.0001 Ref.
Model 2f 1.85 [1.37-2.49] < 0.0001 1.74 [1.23-2.45] 0.0017 2.05 [1.37-3.05] 0.0004 Ref.

AMI acute myocardial infarction, CI confidence interval, HR hazard ratio, Ref reference category
@ Anemia: Hemoglobin (Hb) concentration of < 12 g/dL in women, Hb concentration of < 13 g/dL in men
b Mild anemia: Hb concentration of 11 g/dL to < 12 g/dL in women, Hb concentration of 11 g/dL to < 13 g/dL in men

€ Moderate to severe anemia: Hb concentration of < 11 g/dL in men and women

4 Non-anemia: Hb concentration of >12 g/dL in women, Hb concentration of >13 g/dL in men

€ Model 1: Adjusted for age and sex

f Model 2: Model 1 + previous myocardial infarction, angina pectoris, hyperlipidemia, diabetes, stroke, eGFR, heart rate, AMI type (STEMI, NSTEMI, Bundle branch
block), left-ventricular ejection fraction (LVEF) < 30%, medications at discharge (evidence-based medications (antiplatelet agents, angiotensin-converting-enzyme
inhibitor (ACEI), angiotensin-receptor blocker (ARB), beta-blocker, statins), calcium channel blockers, diuretics), percutaneous coronary intervention (PCl) and any

in-hospital complication

included all patients with acute coronary syndrome (ACS),
which might explain the disparities. A higher prevalence of
anemia was found in previous studies in patients with AMI
[1, 5, 11]. This could derive from the fact that we excluded
patients who survived for 28 days or less, which reduced
the prevalence of anemia in our study population.

In line, studies with observation periods of at least 1 year
found significant associations between admission anemia
and long-term mortality [1, 16, 18, 22—-24]. Anemia pre-
dicted 1-year survival in ACS patients [18] and 2-year sur-
vival or AMI in men with ACS [22]. In patients with
STEMI, anemia was significantly associated with an in-
creased cardiovascular mortality risk after 21 months [23],
major cardiovascular events (MACE) after 5-years [16]
and all-cause mortality after 6-years of follow-up [24].
Ducrocq et al. examined 3541 patients with AMI and
found a 5-year mortality risk increased by 40% in patients
with anemia (HR 1.4, 95% CI 1.2-1.6) [1]. In comparison,
the mortality risk found in patients with anemia from our
study population was increased by 80%. Among other
known risk factors, Ducrocq et al. adjusted their regres-
sion analysis for in-hospital bleeding and transfusion [1].
Studies have shown that patients with anemia are more
susceptible to experience major bleeding after cardiac
events and revascularization [3, 25], which might also
affect their long-term mortality risk [1, 25]. Apart from
advising to use certain antiplatelet agents with care to
avoid bleeding in patients with anemia after AMI [26],
current clinical practice guidelines do not provide specific
recommendations for the management of anemia in those
patients [27]. In terms of AMI treatment using PCI, a
study showed that radial instead of femoral access might
reduce the risk of bleeding in patients with AMI [28]. Due
to the lower risk of bleeding, the radial access might also
be preferable when performing PCI in patients with
anemia. Furthermore, assuming that patients with anemia
are more likely to receive blood transfusion than patients

without anemia, an increased risk of “transfusion-associ-
ated mortality” [29] might exist. Clinical practice guide-
lines regarding blood transfusion recommend a Hb
threshold of 7—8 g/dL in hospitalized patients [30]. How-
ever, transfusion should be taken into consideration in pa-
tients with acute coronary syndrome and a Hb
concentration of 8-10 g/dL [30]. Data on both in-hospital
bleeding and transfusion were not collected in the frame-
work of the registry and, therefore, the possibility exists
that we overestimated the mortality risk in patients with
anemia. Given the prognostic importance, future studies
should include data on bleeding as well as blood transfu-
sions and a Hb threshold for blood transfusion in patients
with AMI should be determined.

Furthermore, we subdivided patients with anemia and
found increased mortality risks already in patients with
mildly reduced Hb concentration. This could have been
concealed in previous studies only distinguishing between
patients with anemia and those without. Younge et al. ex-
amined patients with ACS (defined as STEMI or NSTEMI)
who were followed up for over 20 years and found signifi-
cantly increased mortality risks in those with moderate (HR
1.13) and severe anemia (HR 1.39), but not in those with
mild anemia [11]. In their study, patients with anemia were
subdivided by tertiles, which deviated from the WHO clas-
sification. The cut-off points, especially those for men with
mild anemia (12.2-13.0 g/dL vs. 11-13 g/dL in our study)
might be responsible for different survival estimates found
in their study [11]. Nonetheless, both our and their results
stress the need to account for severity of anemia in future
studies. Furthermore, our analysis of increasing observation
periods showed that severity of anemia might not be im-
portant in the first 2 years after AMI but might become
more relevant in subsequent years.

Inconsistent with our results, a study in patients with
STEMI treated with primary PCI did not confirm an
association after 3 years of follow-up [19]. Besides it
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being a single center study, differences in study population
could explain the inconsistency with our results. Further-
more, the authors argue that not anemia itself might nega-
tively impact long-term survival, but rather other
comorbidities could explain the worse prognosis [19]. In
our study and most previous studies [1, 10, 11, 23], patients
with anemia were more likely to be older, were affected by
more comorbidities, had an impaired eGFR as well as a
lower LVEF. Even though important comorbidities were in-
cluded in our analysis, data on other measures of overall
health status were not available. Additionally, patients with
anemia differed from those without anemia regarding in-
hospital treatment. They were less often treated with PCI,
but more frequently with CABG, which might be an indica-
tor of more advanced coronary artery disease. In line, previ-
ous studies demonstrated that anemic patients were less
often treated with PCI [18, 21] and experienced worse out-
comes after PCI, e.g. increased risks for stent thrombosis,
long-term mortality, MACE and bleeding [3, 4, 23, 31]. Fur-
thermore, patients with anemia were less likely to receive 4
EBM at hospital discharge, which is considered the stand-
ard of care in patients after AMI and has been shown to
significantly reduce long-term mortality [32]. Out of the 4
EBM, both patients with mild and moderate to severe
anemia were less likely to receive antiplatelet agents,
ACEIs/ARBs and statins compared to patients without
anemia. In line, a study in STEMI patients showed that
those with anemia were less frequently treated according to
guidelines in terms of pharmacological treatment compared
to those without anemia [20]. However, less often receiving
4 EBM could also be a consequence of other pre-existing
diseases apart from anemia such as impaired renal function
[33].

Multiple factors might influence long-term mortality
after AMI in patients with anemia. When anemia is
present, the amount of oxygen delivered to the heart
during AMI is further decreased, myocardial tissue oxy-
genation is likely to be insufficient and cardiac output is
increased [31, 34]. Possibly entailing an impaired recov-
ery after AMI [16], anemia might affect mortality, but
cannot solely explain the significantly worse long-term
outcomes in patients with AMI. Even though both mild
and moderate to severe anemia did predict an increased
risk for long-term mortality independent of a number of
confounders in our study population, treatment strat-
egies that aim at increasing Hb concentration in patients
with AMI and anemia might not significantly benefit
long-term survival. In line, a recent randomized con-
trolled trial demonstrated that administering erythropoi-
etin after PCI, a hypoxia-induced hormone that also
regulates Hb concentration, did not have beneficial ef-
fects on long-term outcomes [35].

Our study is characterized by several strengths. Data was
collected in the framework of a population-based registry
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and patients with AMI were consecutively enrolled. Im-
portant risk factors such as comorbidities, in-hospital treat-
ment and complications, relevant laboratory values as well
as medications received at hospital discharge were included
in our analysis. A longer follow-up than most previous
studies and the analysis of increasing observation periods
add valuable information to existing research.

This study has limitations. First, even though several
risk factors potentially affecting survival after AMI were
included, data on cancer, gastro-intestinal or other
chronic diseases was not collected. Second, we had no
information on the etiology of anemia and how it was
treated (e.g. using iron therapy). Knowing the cause of
abnormal Hb concentrations would considerably con-
tribute to the understanding of the association between
anemia and long-term mortality. Third, any other events
occurring after hospital-discharge apart from all-cause
mortality and possibly affecting survival could not be
monitored. Fourth, a reduced LVEF is a marker for heart
failure and data on LVEF was not available in all patients
in our study population. Since we included those pa-
tients with missing values for left-ventricular ejection
fraction we cannot rule out potential bias. Finally, due to
the methodological limitations of an observational study,
a causal relationship between admission anemia and
long-term mortality cannot be established with absolute
certainty and the possibility of reverse causation exists.

Conclusion

Both mild and moderate to severe anemia were associated
with significantly increased long-term, all-cause mortality
risks in our study population and low admission Hb con-
centration needs to be considered as a risk factor in pa-
tients with AMI However, even though our results
confirm what most other studies have found in patients
with AMI before, it remains unclear if anemia alone can
predict long-term mortality after AMI or if it is merely a
proxy for worse overall health. Future studies need to take
severity of anemia, bleeding events and blood transfusion
as well as overall health status into account.
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