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Abstract 

Background: Cardiovascular diseases are still the main cause of death in the western world. However, diminishing 
mortality rates of acute myocardial infarction (AMI) are motivating the need to investigate the process of secondary 
prevention after AMI. Besides cardiac rehabilitation, disease management programs (DMPs) are an important com-
ponent of outpatient care after AMI in Germany. This study aims to analyze outcomes after AMI among those who 
participated in DMPs and cardiac rehabilitation (CR) in a region with overall increased cardiovascular morbidity and 
mortality.

Methods: Based on data from a regional myocardial infarction registry and a 2-year follow-up period, we assessed 
the occurrence of major adverse cardiac events (MACE) in relation to participation in CR and DMP, risk factors for 
complications and individual healths well as lifestyle characteristics. Multivariable Cox regression was performed to 
compare survival time between participants and non-participants until an adverse event occurred.

Results: Of 1094 observed patients post-AMI, 272 were enrolled in a DMP. An association between DMP participa-
tion and lower hazard rates for MACE compared to non-enrollees could not be proven in the crude model (hazard 
ratio = 0.93; 95% confidence interval = 0.65–1.33). When adjusted for possible confounding variables, these results 
remained virtually unchanged (1.03; 0.72–1.48). Furthermore, smokers and obese patients showed a distinctly lower 
chance of DMP enrollment. In contrast, those who participated in CR showed a lower risk for MACE in crude (0.52; 
0.41–0.65) and adjusted analysis (0.56; 0.44–0.71).

Conclusions: Participation in DMP was not associated with a lower risk of MACE, but participation in CR showed 
beneficial effects. Adjustment only slightly changed effect estimates in both cases, but it is still important to consider 
potential effects of additional confounding variables.

Keywords: Myocardial infarction, Heart attack, DMP, Rehabilitation, MACE, Outpatient, Health care, Coronary heart 
disease, Secondary prevention
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Background
Cardiovascular diseases are still the main cause of death 
in the western world. In 2017, 37% of all deaths in Ger-
many were caused by diseases directly affecting the 
cardiovascular system [1]. The two most frequent death-
related diagnoses were coronary heart disease (CHD) and 
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acute myocardial infarction (AMI) [2]. Due to standard-
ized acute revascularization management by interven-
tional cardiology, AMI mortality rate has been decreasing 
in the last three decades [3]. However, AMI survivors 
are a high-risk group for death or another severe health 
event, especially if they are affected by additional risk fac-
tors such as smoking, obesity or diabetes [4]. To avoid 
subsequent severe health events, secondary prevention is 
needed [5].

Cardiac rehabilitation (CR) is one of the best-known 
and most often recommended secondary prevention 
approach after AMI [5–9]. However, in light of its high 
costs, delayed return home (in the case of in-patient 
treatment), and only a short period of intervention, the 
search for alternatives is well justified [10–13]. One such 
alternative is a disease management program (DMP) 
which has been introduced in Germany in 2002 to 
improve outpatient medical treatment quality and reduce 
costs in the health care system [14]. DMPs are structured 
treatment programs, coordinated by the patient’s general 
practitioner (GP). Since 2012, all statutory health insur-
ance companies in Germany are required to offer DMPs 
based on the guidelines of the Federal Joint Committee to 
achieve nationwide homogeneity. Participating in a DMP 
is voluntary for the patients, and recommendation to a 
DMP is voluntary for the GPs. For patients, inclusion cri-
teria are defined for enrollment in a DMP [15]. Patients, 
who meet the inclusion criteria for a specific DMP are 
asked by their GP or Health Insurance Company to enroll 
into DMP. For patients enrolled in the DMP coronary 
heart disease the program includes systematic control of 
medication, recommendations on nutrition and physical 
activity as well as advice on smoking cessation if relevant.

However, 18  years after the introduction of the first 
DMP for coronary heart disease, there is still insufficient 
evidence regarding the effectiveness of DMPs. Aside 
from the mandatory evaluations of insurance compa-
nies, only a few studies were published, and they mostly 
focused on DMPs related to diabetes mellitus [16–25]. 
Since DMPs were introduced all over Germany as a man-
datory service, only observational studies can contribute 
further evidence on their performance [26].

In the federal state of Saxony-Anhalt, there were 75 
deaths per 100,000 persons with AMI as recorded cause 
of death in 2016, which is 38.5% above the German 
average (55 deaths per 100,000 persons) [2]. In order to 
investigate the causes of this increased level, a regional 
registry of myocardial infarction in urban and rural 
regions of the federal state (RHESA) was established 
[27]. Patients who agreed to participate in RHESA are 
followed over time using questionnaires and health sta-
tus information [28]. As one explanation of the elevated 

mortality could be suboptimal secondary prevention, 
we performed a follow-up of the RHESA participants 
that focused on secondary prevention programs.

Our aim was to assess the participation of AMI sur-
vivors in the secondary prevention programs and the 
association between the participation in secondary pre-
vention and major cardiac outcomes including another 
AMI, stroke, percutaneous coronary intervention 
(PCI), coronary artery bypass graft (CABG) or death.

Methods
Study design, study location, period of recruitment 
and participants
We used data from follow-up of patients registered 
in RHESA. RHESA and its follow-up modalities were 
described elsewhere [27, 28]. In brief, RHESA was 
established to investigate the causes of the increased 
level of morbidity and mortality of AMI of the federal 
state Saxony-Anhalt [27] and collected information 
about all fatal and non-fatal myocardial infarctions in 
the city of Halle and in the rural region of the Altmark. 
In addition to collecting anonymous data, patients 
with AMI were asked during their hospital stay if they 
are willing to contribute their data and answer ques-
tionnaires in the future. Study instruments included 
hospital questionnaires filled out by medical staff, 
death certificates of the regionally responsible health 
office and documentations of emergency aid [28]. The 
recruitment for RHESA and its baseline information 
was obtained via questionnaires from physicians or 
study nurses in the respective hospitals since June 2013 
and is ongoing. Between 2013 and 2017, a first follow-
up named RHESA-Care1 (RC1) was conducted 6 weeks 
after hospital discharge (n = 804 patients participated); 
between 2015 and 2018, a second follow-up [RHESA-
Care 2 (RC2)] was conducted, in which patients 
were contacted 2  years after their hospital discharge 
(n = 383) (Fig. 1). For the purpose of the current study, 
we conducted a third follow-up [RHESA-Care 3 (RC3)] 
of all patients from March to June 2019. This third fol-
low-up focused on information about the occurrence 
of cardiac events: AMI, stroke, death, PCI or CABG, 
in addition to information regarding participation in 
DMPs or CR, co-morbidities, and socioeconomic fac-
tors as well as smoking/smoking cessations. In order to 
clarify if patients who died before the third follow-up 
had participated in DMPs, we contacted the doctors 
who signed their death certificates with a short ques-
tionnaire regarding their assessment of the cause of 
death and DMP participation. For the current study we 
included all participants, who took part in either RC1 
and RC2 or RC3 (Fig. 1).
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Exposure and covariates
In the current study we compared the long-term sur-
vival and cardiac health of AMI patients in terms of 
their participation in secondary prevention programs. 
We furthermore used the variables of obesity (≥ 30 kg/
m2 vs. < 30 kg/m2 at the time of the initial AMI), hyper-
tension (elevated arterial blood pressure diagnosed 
before or at the time of the initial AMI), and ST-ele-
vated myocardial infarction (STEMI) versus non-ST-
elevated myocardial infarction (NSTEMI) based on 

baseline questionnaire of RHESA as covariates in the 
cox regression models. To examine the factors that 
influence the participation in secondary prevention, we 
also used baseline information from the hospital ques-
tionnaires for each patient’s history with on smoking, 
diabetes, STEMI/NSTEMI, sex, obesity hypertension 
and age at the initial AMI as independent variables. 
Since analysis of age as a categorical variable did not 
indicate any nonlinearity, age was modelled as a con-
tinuous variable.

RHESA
contacted after informed consent:

RHESAcare 1 = 1,155 RHESAcare 3 = 1,385

RHESAcare 1 (RC1)
Extended Baseline survey

n=804

RHESAcare 3 (RC3)
n=881

2 year follow up without 
extended baseline survey

n=338

2 year follow up including 
extended baseline survey

n=543

RHESAcare 2 (RC2)
2 year follow up

n=383

General practitioner’s 
questionnaire

2 year follow up with or 
without baseline survey

n=118

Current sample
n=1,094

registration 
office request 

for dead 
participants

RC1 and RC2 n=95
RC1, RC2 and RC3 n=288

RC1 and RC3 n=255
RC3 n=338

Fig. 1 Data origin flow chart
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Ethical approval
All participants provided written informed consent for 
participation in RHESA. The Ethics Committee of the 
Medical Faculty of the Martin-Luther University Halle-
Wittenberg approved the initial study and the follow-up 
questionnaires.

End points
The primary endpoint was survival time, starting 15 days 
after the initial AMI, until the occurrence of the first 
major adverse cardiac event (MACE) with a maximum 
of 24 months of observation time. In the composite end-
point, we included: AMI, stroke, PCI, CABG, and death 
(all-cause mortality and cardiac death were analyzed 
separately). As 2 weeks after AMI is the usual period for 
starting a subsequent cardiac rehabilitation according to 
Volume V of the German Social Code (SGB V) and to 
avoid immortal time bias [32], only those events which 
occurred at least fifteen days after the initial AMI were 
included in the study. In case of multiple outcomes, only 
the first was considered. Occurrence for all MACE as 
well as the beginning of participation in DMPs were self-
reported by the patient or reported by the patient’s GP 
with an exact date. However, due to many participants 
only reporting the month, every event was recorded to 
have happened on the  15th of the respective month. In 
the case of discordant information in different follow-up 
questionnaires, we used the information which was col-
lected most closely following the reported event. Since 
enrollment into a DMP can occur at various times after 
the AMI, we considered DMP as a time-dependent 
exposure.

A known risk of using composite endpoints are dilution 
effects [29]. Thus, we defined two subtypes of MACE: 
MACE1 included only AMI, stroke, and death. MACE2 
included AMI, stroke and death in addition to PCI and 
CABG. In the analyses of determinants for participation 
in secondary prevention, the endpoint was participation 
in a DMP or CR, respectively.

Statistical analysis
Descriptive characteristics of the sample were reported 
as percentages and mean values with 95% confidence 
intervals (CI).

In order to identify determinants of DMP and CR, 
we obtained multivariable relative risks from a Pois-
son model with robust error variance as alternative to a 
logistic regression analysis for frequent outcomes [30]. 
In these models, participation in either DMP or CR was 
considered the main exposure while the outcomes were 
the ones specified above. We adjusted the model for all 
included covariates (smoking, diabetes mellitus, STEMI, 
sex, obesity, hypertension, and age). Since investigated 

covariates were potentially correlated, we tested for 
their multicollinearity, but no covariates needed to be 
excluded [31].

We analyzed the effects of CR or DMP participation on 
the occurrence of MACE using Cox proportional hazard 
regression models. We assessed assumption of propor-
tional hazards for the Cox model by inspecting respective 
Kaplan–Meier plots (Additional file 1: Fig. 1).

Covariates for adjustment were selected based on the 
literature and directed acyclic graphs theory. They were: 
diabetes mellitus (diagnosed before or at the time of the 
initial AMI), smoking status (being smoker at the time 
of the initial AMI), sex, obesity, and age at the time of 
initial AMI. The models for CR and DMP participation 
were also mutually adjusted for these variables. Adjusting 
our analysis by socioeconomic status was not applicable, 
because of missing data, especially due to the GP’s ques-
tionnaire not including the corresponding items.

Some patients participated in DMP before their AMI—
this time was censored to create a proper “time zero” of 
the time-dependent covariate [33]. In a sensitivity analy-
sis, those who started participating in a DMP before AMI 
were excluded from the analysis.

Since the sample size was predefined, we investigated 
how strong the observed effects have to be, to provide 
statistically significant results. We estimated that a risk 
reduction of 18% or more could be detected at the signifi-
cance level of p < 0.05 with 80% power. A risk reduction 
of 18% would be considered clinically relevant.

Besides social characteristics, patients taking part in 
either DMPs or CR could have a stronger motivation to 
change their lifestyle than those, who do not choose to 
participate. In such way, the participants of secondary 
prevention programs could be those with stronger moti-
vation and likely better outcomes. This internal motiva-
tion is difficult to study. In an earlier analysis [44], we 
found that patients who stopped smoking after AMI 
(before CR) also had a higher probability of attending CR. 
Smoking cessation and attending CR were both possibly 
resulting from a higher internal motivation, which might 
also reduce MACE independently of CR. We compared 
effects of CR on MACE in those, who stopped smoking 
before CR and those who stopped later or did not stop.

All statistical analyzes were performed with SAS 9.4.

Results
Sample characteristics
Of the 1385 participants who provided informed con-
sent for the follow-up and were alive in May 2019, 881 
(63.6%) participated in the third follow-up of RHESA and 
filled out the corresponding questionnaire after up to 
two reminders. Additionally, there were 95 people who 
participated in the follow-up 2  years after AMI but did 
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not participate in the third follow-up. Still, because they 
provided the relevant information for the current analy-
sis in the earlier questionnaire they were also included 
in the analysis. Furthermore, we received information 
about 118 patients who died before their second follow-
up through a questionnaire filled out by their respective 
GPs. The median duration of follow-up for all patients 
was 24 months. For patients, who experienced an event, 
the median duration of follow-up was 8 months.

Of the 1,094 participants that were included in our 
study, about one quarter (24.9%) had been enrolled in 
a DMP while 58.5% took part in CR after treatment of 
the initial AMI, 189 patients (17.3%) participated both 
in DMPs and CR. Of all patients, 33.9% did not partic-
ipate in either CR or a DMP (Table  1). CR participants 
were more likely to be also enrolled in DMP and vice 
versa. Of all DMP participants, 18.3% were enrolled in a 
DMP before the registered AMI. The remaining partici-
pants enrolled in median in the second month after hos-
pital discharge.

Those who participated in CR were younger and more 
often smokers at the time of AMI than those who did not 
participate (Table 1). In contrast, those who participated 

in a DMP were less often smokers than those who did 
not. STEMI was most common among CR participants.

About one third of all participants experienced MACE 
within 2  years of follow up and 9% experienced a rein-
farction (Table  2). Those who participated in DMP had 
experienced more MACE than those who participated in 
CR, as evidenced by the deaths in the group of 83 DMP 
participants that did not take part in CR. The mean age 
of this subgroup was 71 years and therefore much higher 
than the average age of all DMP participants.

Determinants of DMP enrollment and participation in CR
In the multivariable model, smoking at the time point of 
AMI was associated with lower participation in DMP, but 
not with lower participation in CR (Figs. 2 and 3, Addi-
tional file  1: Supplemental  Table  1). In contrast, higher 
age was associated with lower participation in CR but not 
in DMP. STEMI was also associated with increased par-
ticipation in CR.

Association between participation in DMP or CR after AMI 
and outcomes during follow up
The comparison of MACE1 and MACE2 showed higher 
absolute numbers of events and narrower CI for MACE2 

Table 1 Characteristics of the study population

DMP disease management program, CR cardiac rehabilitation; smoker and diabetes only relevant if being current at the time of the initial myocardial infarction 
registered in the data base

age/age groups = age in years at the time of the initial acute myocardial infarction

DMP only CR only Both None Total
N = 83 N = 451 N = 189 N = 371 N = 1094

Age (mean) Years 70.9 64.9 64.5 69.9 67.0

(95% CI) (68.5–73.2) (63.8–66.0) (62.9–66.1) (68.6–71.2) (66.2–67.7)

Age groups pct

25–49 3.6 11.5 12.2 6.2 9.2

50–59 16.9 25.1 22.2 18.9 21.9

60–69 19.3 28.2 27.5 20.5 24.8

70–79 42.2 23.7 33.3 31.0 29.3

80+ 18.1 11.5 4.8 23.5 14.9

Male sex pct 77.1 71.8 68.3 69.5 70.8

(95% CI) (66.6–85.6) (67.4–76.0) (61.1–74.8) (64.6–74.2) (68.1–73.5)

Diabetes pct 27.7 18.6 9.5 14.8 16.5

(95% CI) (18.5–38.6) (15.1–22.5) (5.7–14.6) (11.4–18.9) (14.3–18.8)

Smoker pct 19.3 38.1 30.2 28.0 31.9

(95% CI) (11.4–29.4) (33.6–42.8) (23.7–37.2) (23.5–32.9) (29.2–34.8)

Hypertension pct 91.6 83.2 79.4 83.8 83.4

(95% CI) (85.6–97.4) (79.4–86.5) (72.9–84.9) (79.7–87.4) (81.0–85.5)

Obesity pct 20.5 25.9 17.5 18.9 21.7

(95% CI) (12.4–30.8) (22.0–30.3) (12.3–23.6) (15.0–23.2) (19.3–24.2)

STEMI Pct 28.9 51.0 48.7 34.0 43.1

(95% CI) (19.5–39.9) (46.3–55.7) (41.4–56.0) (29.2–39.0) (40.2–46.1)
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without dilution effects. Thus, MACE2 was used as the 
primary endpoint in all cox regression analyses.

Participation in DMP was not associated with 
improved outcomes (crude hazard ratio = 0.93; 95% CI 
0.65–1.33), while participation in CR was associated 
with risk reduction of about 50% (0.52; 0.41–0.65). These 
results were virtually unchanged after adjustment for age, 
sex, several diseases and a mutual adjustment for DMP 
and cardiac rehabilitation (Fig. 4).

Overall, the effects of stratification for the considered 
subgroups were small indicating that selection of partici-
pants according to these variables did not strongly affect 
the impact of either CR or DMP.

Age, sex and obesity did not show an association with 
change in survival time in our 2-year observation. Smok-
ers showed a lower hazard rate with the confidence inter-
val still containing the null effect (HR = 0.76; 95% CI 
0.55–1.05), similarly there was a slightly increased risk of 
MACE in participants with diabetes, but the confidence 
interval included 1 (HR = 1.21; 95% CI 0.88–1.67).

Sensitivity analysis with 77.6% of all DMP participants 
who began their program after the AMI did not change 
the outcome noticeably. The HRs for DMP and CR were 
0.98 (0.62–1.57) and 0.55 (0.43–0.71), respectively.

When stratified by the time point of smoking cessation, 
the effect was somewhat stronger in those CR-partici-
pants, who stopped smoking before the CR, when com-
pared to those who did not stop smoking before CR or 

Table 2 Proportion of  patients experiencing negative 
relevant outcomes within 2 years after AMI

MACE 1 = composite endpoint including Reinfarction, Stroke and Death (cardiac 
/ other), MACE 2 = composite endpoint including MACE 1 plus percutaneous 
coronary intervention (PCI) and coronary artery bypass graft (CABG)

DMP disease management program, CR cardiac rehabilitation

DMP only
N = 83

CR only
N = 451

Both
N = 189

None
 N = 371

Total
N = 1094

MACE1 45.8 14.6 19.1 27.5 22.1

35.0–57.1 11.5–18.2 13.7–25.4 23.0–32.3 19.7–24.7

MACE2 51.8 24.6 31.2 35.0 31.4

40.6–62.9 20.7–28.9 24.6–37.8 30.2–40.1 28.6–34.2

Reinfarction 10.8 8.9 7.4 10.2 9.2

5.1–19.6 6.4–11.9 4.1–12.1 7.4–13.8 7.6–11.1

Stroke 1.2 3.3 2.7 3.0 2.9

0.0–6.5 1.9–5.4 0.9–6.1 1.5–5.2 2.0–4.1

PCI 9.6 8.7 11.1 10.0 9.6

4.3–18.1 6.1–11.2 7.0–16.5 7.1–13.5 7.9–11.5

CABG 0.0 5.8 5.8 3.0 4.4

0.0–4.3 3.8–8.3 2.5–9.2 1.5–5.2 3.3–5.8

Cardiac death 13.3 0.7 2.7 5.7 3.7

6.8–22.5 0.1–1.9 0.9–6.1 3.5–8.5 2.6–5.0

Death (other) 25.3 2.9 9.0 11.3 8.5

16.4–36.0 1.5–4.9 5.3–14.0 8.3–15.0 6.9–10.3

Smoker

Diabetes

STEMI

Sex

Obesity

Hypertension

Age

0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6 1.8 2

relative risk (95% CI)
Fig. 2 Relative risk for DMP enrollment. Sex: reference = male; STEMI: reference = NSTEMI; age per 10 years; Remaining variables are binary (yes vs. 
no)
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Smoker

Diabetes

STEMI

Sex

Obesity

Hypertension

Age

0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6 1.8 2

relative risk (95% CI)
Fig. 3 Relative risk for participating in cardiac rehabilitation. Sex reference = male; STEMI = ST-elevation myocardial infarction with 
reference = non-STEMI; Age = age in years continuously in 10 year steps; Remaining variables are binary (yes vs. no)

DMP crude

DMP*

CR crude

CR*

*

*

*

Sex*

*

0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6 1.8

HR (95% - CI)

Smoker

Diabetes

Obesity

Age

Fig. 4 Association between secondary prevention or patient’s risk factors and MACE. Sex: reference = male; STEMI: reference = NSTEMI; Age = age 
in years continuously. Remaining variables are binary (yes vs. no); * = adjusted model
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did not smoke (Table  3). However, a strong association 
between smoking status and CR effect was not found.

Discussion
Using data from the regional myocardial infarction reg-
istry RHESA, there was no evidence that participating 
in DMPs does result in lower rates of cardiac events. On 
the other hand, participation in CR after discharge from 
the hospital was associated with a distinctly lower hazard 
rate of MACE compared to non-participants.

The potential explanation for the lack of specific effect 
of DMPs could be that patients participating in DMPs did 
not receive similar care. It could be either that DMPs are 
not fully implemented, or that patients outside of DMPs 
benefit from the fact that their GPs employ the rules of 
DMPs also to them. DMPs have been repeatedly adapted 
since their establishment in 2003, so there may be a 
spillover effect on the outpatient treatment by GPs on all 
patients regardless of being actively enrolled in a DMP or 
not [17, 20].

We expected to see a higher prevalence of diabetes 
mellitus, obesity and smoking in DMP participants, due 
to DMPs targeting the reduction of those risk factors 
for cardiac events [15]. In contrast to our expectations, 
in our cohort patients with risk factors like smokers and 
obese people were found to have a lower likelihood to 
be enrolled in DMPs. On this account, several key com-
ponents of the DMPs probably could not achieve their 
full effect, because patients who would likely benefit the 
most were participating less often in DMPs. The slightly 
lower hazard ratio for MACE in the crude model is prob-
ably due to the DMP participants being already healthier 
before the DMP than the control group.

It is also remarkable, that the proportion of enrollment 
in DMPs of about one quarter is substantially lower than 
the 77% participantion rate found 8 years ago in a compa-
rable study in the region of Augsburg by Laxy et al. [16]. 
Röttger et al.  [23] found similar results (enrollment rate 
of 72%) throughout Germany in 2013  in patients with 

CHD. Possible explanations could be regional socio-
economic differences [43] and health characteristics of 
the respective cohorts as well as the time span between 
the studies [21, 23]. In conclusion, it is apparent that the 
DMPs are currently ineffective in reaching their required 
target group in Saxony-Anhalt. While only about one 
third of all RHESA registered patients took part in the 
baseline survey with 70% answering in the respective fol-
low-up, often those who participated were more health 
conscious.

Thus, our results indicate that the process of DMP par-
ticipant acquisition, which does not reach the high-risk 
population, may be one of the reasons for the lack of 
effects on MACE in patients after myocardial infarction. 
This is especially important, considering the higher rates 
of cardiac mortality, risk factor distribution and demo-
graphic structure in our regional study population [37]. 
These observations are in line with a study by Schäfer 
et  al. about selection effects in current DMP research 
[35]. While our results match the conclusions of similar 
studies [16, 17], health insurance evaluations repeatedly 
described protective effects [36]. The explanation could 
be a different comparison group.

In contrast, participation in CR after discharge from 
hospital resulted in a distinctly lower hazard rate of 
MACE compared to non-participants. There is a possibil-
ity that this effect may be related to self-selection of the 
participants of CR. On the one hand, we found that many 
of those who smoked at the time of AMI, stopped smok-
ing before starting CR. This could indicate that there is 
an underlying motivation for lifestyle changes resulting 
in the participation in CR. Such motivation rather than 
the CR itself could be responsible for the positive effect 
attributed to CR. Consistently, there was an indication 
of more beneficial effects of CR in this subgroup. On 
the other hand, adjusting for the relevant risk factors did 
not pertinently change the estimated effect of CR in the 
direction of the null. We conclude that selection is likely 
present in CR participation and enhancing the observed 
effect, but it does not explain it fully.

According to our results, smoking at the time of the 
initial AMI shows a weak association with prolonged sur-
vival time. This well-known ‘smoker’s paradox’ has been 
reported in several studies [38, 39]. The main suspected 
reason is that smokers experience AMI at younger age, 
and thus the relation with mortality is diluted.

Strengths and limitations
The strength of this study lies in the prospective, popu-
lation-based design with a cohort of patients severely 
affected by the elevated risk of multiple complica-
tions after their myocardial infarction. In addition, the 

Table 3 Effects of  participation in  cardiac rehabilitation 
on occurrence of MACE1 stratified by smoking status

a Participation in cardiac rehabilitation vs. no participation regarding MACE1 
occurrence

Model
Effects of rehabilitation in those who

Hazard  ratioa (95% CI)

…did not smoke at time point of AMI 0.59 (0.45–0.78)

… smoked at time point of AMI 0.45 (0.27–0.74)

… smoked at time point of AMI, but stopped 
before rehabilitation

0.39 (0.18–0.83)

… smoked at time point of AMI, but did not 
stop smoking before rehabilitation

0.51 (0.26–1.01)
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time-dependent covariate design in survival time analysis 
as well as the possibility to adjust the regression to mul-
tiple important co-morbidities and patient’s characteris-
tics with relevant influence on the total effect adds to the 
novelty and importance in current research.

Immortal time bias is common in prospective cohort 
studies, but our method of implementing DMP status as 
a time dependent covariate in the analysis can strongly 
reduce biased treatment effect estimates [32, 42]. This 
enables our analysis to account for DMP time whether 
or not the patient enrolled before or after the time of the 
initial AMI. Hence, our study is not limited by a time-
fixed control group status which would ignore late onset 
DMP enrollment.

The findings of our study are limited by the follow-
up time of only 2  years, and thus later outcomes are 
not considered. A longer follow-up period with greater, 
Germany-wide data could add to our results. Also, the 
main source of our data are self-reported question-
naires and telephone interviews which allow for recall 
bias or erroneous answers [40]. In order to investigate 
if the observed effects of either DMP or CR were influ-
enced by selection of participants in those programs, 
we conducted multivariable analysis [21, 41]. Although 
we selected the covariates for the analysis by directed 
acyclic graphs, this choice was also limited by the avail-
ability of data. Adjusting our analysis for socioeconomic 
status was not possible, because of 118 patients who died 
and did not previously provide this information. Various 
mechanisms could affect the representativeness of the 
sample of AMI survivors in our study. First, the propor-
tion of those included in RHESA in comparison to all 
AMIs in the study regions was at maximum 85% in 2016 
and substantially lower in subsequent years. Second, 
only patients who agreed to the follow up were included 
(38% of patients who were alive at discharge). We do 
not have information to what degree this participation 
was a random process. The  patients included in RHESA 
who agreed to follow up were on average  about 4  years 
younger than those for whom agreement to follow up 
was not available, but for most other characteristics we 
saw no difference between participants and non-partici-
pants (Additional file 1: Supplental Table 2).

Conclusions
Within the framework of the regional AMI registry in 
urban and rural regions of the federal state (RHESA), we 
could not confirm a benefit from participating in DMP 
for AMI survivors with respect to MACE. The present 
findings suggest that the reason for the lack of effects 
of DMPs may be the insufficient inclusion of those who 
would benefit from the DMP. In contrast, we observed 

a positive effect of CR, although it is possible that these 
results are confounded due to differences in personal 
motivation to participation. Thus, selection effects should 
be considered.

Supplementary information
The online version contains supplementary material available at https ://doi.
org/10.1186/s1287 2-020-01832 -3.

Additional file 1. Table 1. Relative Risk for participation in DMP or CR 
with corresponding 95% Confidence Intervals. Table 2. Characteristic of 
participants and non-participants of RHESA follow up.

Abbreviations
AMI: Acute myocardial infarction; CABG: Coronary artery bypass graft; CHD: 
Coronary heart disease; CI: Confidence interval; CR: Cardiac rehabilitation; GP: 
General practitioner; MACE: Major adverse cardiac events; NSTEMI: Non-ST-
elevation myocardial infarction; PCI: Percutaneous coronary intervention; RC1: 
RHESA-CARE 1; RC3: RHESA-CARE 3; RHESA: Regional Myocardial Infarction 
Registry; STEMI: ST-elevation myocardial infarction.

Acknowledgements
We thank our participants for their willingness to respond to our question-
naires in the RHESA-CARE studies. Furthermore, we want to thank all reporting 
hospitals, general practitioners and patients for their cooperation in the 
process of recruitment for the RHESA study and the study/registry personnel 
Nancy Skoeries, Mareike Kunze and Yves Froese.

Authors’ contributions
CF designed the analysis, drafted the manuscript, conducted the literature 
search, performed statistical analysis and interpreted the data. JH co-designed 
the analysis. JH, RM, MN and SH contributed to the analysis and interpretation 
of the data. RM and JH conducted and coordinated the RHESA CARE 3 study. 
JH and CF developed the RHESA CARE 3 questionnaire. All authors have read 
and approved the manuscript. RHESA is conducted by the Institute of Medical 
Epidemiology, Biometrics and Informatics (IMEBI) of the Medical Faculty of 
Martin Luther University Halle-Wittenberg (head: Prof. Mikolajczyk). All authors 
read and approved the final manuscript.

Funding
RHESA has been funded by project grants of the German Heart Foundation, 
the Federal Ministry of Health, the Ministry for Labor and Social Affairs of 
Saxony-Anhalt, the Ministry of Sciences and Economic Affairs of Saxony-
Anhalt, and the statutory health insurance funds AOK, IKK gesund plus and 
VdEK. RHESA-CARE has been funded by the Wilhelm Roux Program of the 
Faculty of Medicine of the Martin-Luther-University Halle-Wittenberg [grant 
number FKZ 28/35]. CF received stipend from the Martin Luther University 
through HaPKoM. None of the funding sources had any role in the preparation 
of the manuscript nor in the decision for publication.

Availability of data and materials
The datasets used and/or analyzed during the current study are available from 
the corresponding author on reasonable request.

Ethics approval and consent to participate
The Ethics Committee of the Medical Faculty of the Martin Luther University 
Halle-Wittenberg approved the RHESA study and the follow up questionnaires 
RHESA CARE 1 and 2, and recently RHESA CARE 3. Written informed consent 
was obtained from all RHESA participants by the doctors working in the col-
laborating hospitals of the RHESA registry.

Consent to publication
Not applicable.

https://doi.org/10.1186/s12872-020-01832-3
https://doi.org/10.1186/s12872-020-01832-3


Page 10 of 11Fischer et al. BMC Cardiovasc Disord           (2021) 21:18 

Competing interests
Michael Noutsias declares that he serves on the editorial board of BMC Car-
diovascular Disorders. All other authors declare that they have no competing 
interests.

Author details
1 Institute of Medical Epidemiology, Biometrics and Informatics, Medical 
Faculty of Martin Luther University Halle-Wittenberg, Magdeburger Straße 
8, 06112 Halle (Saale), Germany. 2 Mid-German Heart Center, Department 
of Internal Medicine III (KIM III), Division of Cardiology, Angiology and Intensive 
Medical Care, University Hospital Halle, Martin Luther University Halle-Witten-
berg, Ernst-Grube-Str. 40, 06097 Halle (Saale), Germany. 

Received: 1 May 2020   Accepted: 21 December 2020

References
 1. DESTATIS (Statistisches Bundesamt). Zahl der Todesfälle im Jahr 2017 um 

2,3 % gestiegen. 2019;1:1–13. https ://www.desta tis.de/DE/Theme n/Gesel 
lscha ft-Umwel t/Gesun dheit /Todes ursac hen/todes faell e.html. Accessed 
15 Nov 2019.

 2. Deutsche Herzstiftung (German Heart Foundation). Deutscher Herzber-
icht 2018.

 3. Gesundheitsberichterstattung des Bundes. Mortalitätsstatistik GBE Bund. 
2018. www.gbe-bund.de. Accessed 15 Jun 2019.

 4. Johansson S, Rosengren A, Young K, Jennings E. Mortality and morbidity 
trends after the first year in survivors of acute myocardial infarction: a 
systematic review. BMC Cardiovasc Disord. 2017;17:1–8.

 5. Piepoli MF, Hoes AW, Agewall S, Albus C, Brotons C, Catapano AL, et al. 
2016 European Guidelines on cardiovascular disease prevention in 
clinical practice: The Sixth Joint Task Force of the European Society of 
Cardiology and Other Societies on Cardiovascular Disease Prevention 
in Clinical Practice (constituted by representation). Atherosclerosis. 
2016;252:207–74.

 6. Chen HM, Liu CK, Chen HW, Shia BC, Chen M, Chung CH. Efficiency of 
rehabilitation after acute myocardial infarction. Kaohsiung J Med Sci. 
2015;31:351–7. https ://doi.org/10.1016/j.kjms.2015.04.012.

 7. De Gruyter E, Ford G, Stavreski B. Economic and social impact of increas-
ing uptake of cardiac rehabilitation services—a cost benefit analysis. Hear 
Lung Circ. 2016;25:175–83. https ://doi.org/10.1016/j.hlc.2015.08.007.

 8. Zhang Y, Cao HX, Jiang P, Tang HQ. Cardiac rehabilitation in acute 
myocardial infarction patients after percutaneous coronary intervention. 
Medicine (United States). 2018;97:e9785.

 9. Anderson L, Oldridge N, Thompson DR, Zwisler AD, Rees K, Martin N, et al. 
Exercise-based cardiac rehabilitation for coronary heart disease cochrane 
systematic review and meta-analysis. J Am Coll Cardiol. 2016;67:1–12.

 10. Schweikert B, Hahmann H, Steinacker JM, Imhof A, Muche R, Koenig W, 
et al. Intervention study shows outpatient cardiac rehabilitation to be 
economically at least as attractive as inpatient rehabilitation. Clin Res 
Cardiol. 2009;98:787–95.

 11. Karoff M, Held K, Bjarnason-Wehrens B. Cardiac rehabilitation in Germany. 
Eur J Prev Cardiol. 2007;14:18–27.

 12. Ibanez B, James S, Agewall S, Antunes MJ, Bucciarelli-Ducci C, Bueno 
H, et al. 2017 ESC Guidelines for the management of acute myocardial 
infarction in patients presenting with ST-segment elevation: The Task 
Force for the management of acute myocardial infarction in patients 
presenting with ST-segment elevation of the European Social. Eur Heart J. 
2018;39:119–77. https ://doi.org/10.1093/eurhe artj/ehx39 3.

 13. Roffi M, Patrono C, Collet JP, Mueller C, Valgimigli M, Andreotti F, et al. 
2015 ESC Guidelines for the management of acute coronary syndromes 
in patients presenting without persistent st-segment elevation: Task force 
for the management of acute coronary syndromes in patients presenting 
without persistent ST-segment elevation of. Eur Heart J. 2016;37:267–315.

 14. Busse R. Disease management programs in Germany’s Statutory Health 
Insurance System: a Gordian solution to the adverse selection of chroni-
cally ill people in competitive markets? Health Aff. 2004;23:56–67.

 15. Baldus A. Richtlinie des Gemeinsamen Bundesausschusses (G-BA) 
zur Zusammenführung der Anforderungen an strukturierte 

Behandlungsprogramme nach § 137f Abs. 2 SGB V. B&G Bewegungsther-
apie und Gesundheitssport. 2016;32:233–233.

 16. Laxy M, Stark R, Meisinger C, Kirchberger I, Heier M, Von Scheidt W, et al. 
The effectiveness of German disease management programs (DMPs) 
in patients with type 2 diabetes mellitus and coronary heart disease: 
results from an observational longitudinal study. Diabetol Metab Syndr. 
2015;7:1–11.

 17. Stark R, Kirchberger I, Hunger M, Heier M, Leidl R, Von Scheidt W, et al. 
Improving care of post-infarct patients: Effects of disease management 
programmes and care according to international guidelines. Clin Res 
Cardiol. 2014;103:237–45.

 18. Mangiapane S, Busse R. Prescription prevalence and continuing medica-
tion use for secondary prevention after myocardial infarction. Dtsch 
Aerzteblatt Online. 2011;108:856–63.

 19. Lindner R, Horenkamp-Sonntag D. Disease-management-programme. 
WiSt Wirtschaftswissenschaftliches Stud. 2015;32:426–8.

 20. Gapp O, Schweikert B, Meisinger C, Holle R. Disease management pro-
grammes for patients with coronary heart disease—an empirical study of 
German programmes. Health Policy (New York). 2008;88:176–85.

 21. Bozorgmehr K, Maier W, Brenner H, Saum KU, Stock C, Miksch A, et al. 
Social disparities in Disease Management Programmes for coronary heart 
disease in Germany: a cross-classified multilevel analysis. J Epidemiol 
Commun Health. 2015;69:1091–101.

 22. Schulte T, Mund M, Hofmann L, Pimperl A, Dittmann B, Hildebrandt H. 
Pilotstudie zur Evaluation des DMP Koronare Herzkrankheit - Entwicklung 
einer Methodik und erste Ergebnisse. Z Evid Fortbild Qual Gesundhwes. 
2016;110–111:54–9. https ://doi.org/10.1016/j.zefq.2015.11.003.

 23. Röttger J, Blümel M, Busse R. Selective enrollment in Disease Manage-
ment Programs for coronary heart disease in Germany—an analysis 
based on cross-sectional survey and administrative claims data. BMC 
Health Serv Res. 2017;17:1–11.

 24. Fuchs S, Henschke C, Blümel M, Busse R. Disease management 
programs for type 2 diabetes in Germany. Dtsch Aerzteblatt Online. 
2014;111:453–63.

 25. Piepoli MF, Corrà U, Dendale P, Frederix I, Prescott E, Schmid JP, et al. Chal-
lenges in secondary prevention after acute myocardial infarction: a call 
for action. Eur Hear J Acute Cardiovasc Care. 2017;6:299–310.

 26. Bueno H, Armstrong PW, Buxton MJ, Danchin N, Lubsen J, Roland E, et al. 
The future of clinical trials in secondary prevention after acute coronary 
syndromes. Eur Heart J. 2011;32:1583–9.

 27. Bohley S, Trocchi P, Robra BP, Mau W, Stang A. The regional myocardial 
infarction registry of Saxony-Anhalt (RHESA) in Germany—rational 
and study protocol. BMC Cardiovasc Disord. 2015;15:2–7. https ://doi.
org/10.1186/s1287 2-015-0040-2.

 28. Hirsch K, Bohley S, Mau W, Schmidt-Pokrzywniak A. The RHESA-CARE 
study: an extended baseline survey of the regional myocardial infarction 
registry of Saxony-Anhalt (RHESA) design and objectives. BMC Cardiovasc 
Disord. 2016;16:1–6. https ://doi.org/10.1186/s1287 2-016-0336-x.

 29. Kip KE, Hollabaugh K, Marroquin OC, Williams DO. The problem with 
composite end points in cardiovascular studies. J Am Coll Cardiol. 
2008;51:701–7.

 30. Zhao K. Proper estimation of relative risk using PROC GENMOD in popula-
tion studies Kechen Zhao. Los Angeles: University of Southern California; 
2013.

 31. Kim JH. Multicollinearity and misleading statistical results. Korean J Anes-
thesiol. 2019;72:558–69. https ://doi.org/10.4097/kja.19087 .

 32. Jones M, Fowler R. Immortal time bias in observational studies of time-
to-event outcomes. J Crit Care. 2016;36:195–9. https ://doi.org/10.1016/j.
jcrc.2016.07.017.

 33. Hernán MA, Robins JM. Using big data to emulate a target trial when a 
randomized trial is not available. Am J Epidemiol. 2016;183:758–64.

 34. aerzteblatt.de. Bundesländer setzen sich für Erhalt der DMP-Program-
mkostenpauschale ein. Bundesländer setzen sich für Erhalt der DMP-
Programmkostenpauschale ein. 2019. https ://www.aerzt eblat t.de/nachr 
ichte n/sw/DMP?nid=10431 9. Accessed 6 Jul 2019.

 35. Schäfer I, Küver C, Gedrose B, Von Leitner EC, Treszl A, Wegscheider K, 
et al. Selection effects may account for better outcomes of the German 
disease management program for type 2 diabetes. BMC Health Serv Res. 
2010;10:351. https ://doi.org/10.1186/1472-6963-10-351.

 36. Potthoff F, Münscher C, Berendes A, Ruth T, Weber W. Bericht der 
strukturierten Behandlungsprogramme der gesetzlichen Krankenkassen 

https://www.destatis.de/DE/Themen/Gesellschaft-Umwelt/Gesundheit/Todesursachen/todesfaelle.html
https://www.destatis.de/DE/Themen/Gesellschaft-Umwelt/Gesundheit/Todesursachen/todesfaelle.html
http://www.gbe-bund.de
https://doi.org/10.1016/j.kjms.2015.04.012
https://doi.org/10.1016/j.hlc.2015.08.007
https://doi.org/10.1093/eurheartj/ehx393
https://doi.org/10.1016/j.zefq.2015.11.003
https://doi.org/10.1186/s12872-015-0040-2
https://doi.org/10.1186/s12872-015-0040-2
https://doi.org/10.1186/s12872-016-0336-x
https://doi.org/10.4097/kja.19087
https://doi.org/10.1016/j.jcrc.2016.07.017
https://doi.org/10.1016/j.jcrc.2016.07.017
https://www.aerzteblatt.de/nachrichten/sw/DMP?nid=104319
https://www.aerzteblatt.de/nachrichten/sw/DMP?nid=104319
https://doi.org/10.1186/1472-6963-10-351


Page 11 of 11Fischer et al. BMC Cardiovasc Disord           (2021) 21:18  

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

– Indikation Koronare Herzkrankheit ( KHK ) Erstellt durch MNC und infas. 
2018.

 37. Stang A, Stang M. An inter-state comparison of cardiovascular risk factors 
in Germany. Dtsch Aerzteblatt Online. 2018.

 38. Gupta T, Kolte D, Khera S, Harikrishnan P, Mujib M, Aronow WS, et al. 
Smoker’s paradox in patients with ST-segment elevation myocardial 
infarction undergoing primary percutaneous coronary intervention. J Am 
Heart Assoc. 2016;5:1–10.

 39. Saad M, Fuernau G, Desch S, Eitel I, Jung C, Pöss J, et al. “Smoker’s 
paradox” in patients with cardiogenic shock complicating myocardial 
infarction—a substudy of the IABP-SHOCK II-trial and registry. Int J Car-
diol. 2016;222:775–9. https ://doi.org/10.1016/j.ijcar d.2016.07.172.

 40. Brusco NK, Watts JJ. Empirical evidence of recall bias for primary health 
care visits. BMC Health Serv Res. 2015;15:1–8. https ://doi.org/10.1186/
s1291 3-015-1039-1.

 41. Nohr EA, Liew Z. How to investigate and adjust for selection bias in 
cohort studies. Acta Obstet Gynecol Scand. 2018;97:407–16.

 42. Agarwal P, Moshier E, Ru M, Ohri N, Ennis R, Rosenzweig K, et al. Immortal 
time bias in observational studies of time-to-event outcomes: assessing 
effects of postmastectomy radiation therapy using the national cancer 
database. Cancer Control. 2018;25:1–7.

 43. Statistische Ämter des Bundes und der Länder: https ://www-genes 
is.desta tis.de/gis/genVi ew?GenML URL=https ://www-genes is.desta tis.de/
regat las/AI-S-01.xml&CONTE XT=REGAT LAS01 . Accessed 19 Aug 2020.

 44. Höpner J, Junge U, Schmidt-Pokrzywniak A, et al. Determinants of 
persistent smoking after acute myocardial infarction: an observational 
study. BMC Cardiovasc Disord. 2020;20:384. https ://doi.org/10.1186/s1287 
2-020-01641 -8.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://doi.org/10.1016/j.ijcard.2016.07.172
https://doi.org/10.1186/s12913-015-1039-1
https://doi.org/10.1186/s12913-015-1039-1
https://www-genesis.destatis.de/gis/genView?GenMLURL=https://www-genesis.destatis.de/regatlas/AI-S-01.xml&CONTEXT=REGATLAS01
https://www-genesis.destatis.de/gis/genView?GenMLURL=https://www-genesis.destatis.de/regatlas/AI-S-01.xml&CONTEXT=REGATLAS01
https://www-genesis.destatis.de/gis/genView?GenMLURL=https://www-genesis.destatis.de/regatlas/AI-S-01.xml&CONTEXT=REGATLAS01
https://doi.org/10.1186/s12872-020-01641-8
https://doi.org/10.1186/s12872-020-01641-8

	Participation in disease management programs and major adverse cardiac events in patients after acute myocardial infarction: a longitudinal study based on registry data
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusions: 

	Background
	Methods
	Study design, study location, period of recruitment and participants
	Exposure and covariates

	Ethical approval
	End points
	Statistical analysis
	Results
	Sample characteristics
	Determinants of DMP enrollment and participation in CR
	Association between participation in DMP or CR after AMI and outcomes during follow up


	Discussion
	Strengths and limitations

	Conclusions
	Acknowledgements
	References


