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Abstract

Aims Telemedical emergency services for heart failure (HF) patients are usually provided during business hours. However,
many emergencies occur outside of business hours. This study evaluates if a 24/7 telemedical emergency service is needed
for the remote management of high-risk HF patients.
Methods and results The study included 1119 patients merged from the TIM-HF and TIM-HF2 trials [age 69 ± 11, 73% male,
left ventricular ejection fraction 37% ± 13, 557 New York Heart Association (NYHA) II/562 NYHA III]. Patients received a 24/7
physician-guided emergency service provided by the telemedical centre (TMC) in addition to remote management within busi-
ness hours. During emergency calls, patient status, symptoms, electronic patient record, and instant telemonitoring data were
evaluated by the TMC physician. Following diagnosis, patients were referred for hospital admission or instructed to stay at
home. Apart from the TMC, patients could place a call to the public emergency service at any time.
Seven hundred sixty-eight emergency calls were placed over 1383 patient years (0.56 calls/patient year). Five hundred
twenty-six calls (69%) occurred outside business hours. There were 146 (19%) emergency calls for worsening HF, 297 (39%)
other cardiovascular, and 325 (42%) non-cardiac causes, with a similar pattern inside and outside business hours. Of the
1119 patients, 417 (37%) placed at least one emergency call. Patients with NYHA Class III, higher N-terminal prohormone of
brain natriuretic peptide (>1.400 pg/mL) levels, ischaemic aetiology of HF, implanted defibrillator, and impaired renal function
had a higher probability of placing emergency calls. During study follow-up, patients who made an emergency call had a higher
all-cause mortality (22% vs. 11%, P = 0.007 in TIM-HF; 16% vs. 4%, P < 0.001 in TIM-HF2) and more unplanned hospitalizations
(324 vs. 162, P < 0.001 in TIM-HF; 545 vs. 180, P < 0.001 in TIM-HF2). Of the total 1,211 unplanned hospital admissions, 492
(41%) were initiated by a patient emergency call.
Three hundred seventy-nine calls (49%) were placed to the TMC, whereas 389 calls (51%) were made to the public emergency
service. Three hundred twenty-six (84%) of the calls to the public emergency service resulted in acute hospitalizations.
The TMC initiated 202 (53%) hospital admissions; 177 (47%) patients were advised to stay at home. All patients that remained
at home were alive during a prespecified safety period of 7 days post-call. Diagnoses made by the TMC physician were con-
firmed in 83% of cases by the hospital.
Conclusion A telemedical emergency service for high-risk HF patients is safe and should operate 24/7 to reduce unplanned
hospitalizations. Emergency calls could be considered as a marker for higher morbidity and mortality.
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Introduction

There is growing evidence that structured heart failure (HF)
care, including telemonitoring, is able to stabilize individual
health status, reducing HF readmissions and lowering mortal-
ity rates.1–5 Telemedical approaches in HF care differ in
regards to the types of telemedical devices and types of
services.

Telemonitoring of implantable devices3,4 or non-invasive
devices5 is used for a daily transfer of vital parameters to de-
tect the onset of congestion, arrhythmia, and critical changes
in blood pressure and to enable a tailored before/afterload
management. Structured telephone support has demon-
strated improved outcomes through coaching, lifestyle
intervention, titration of guideline-based medical therapy,
and improved adherence.1,2

In most of the randomized telemedical trials and in
real-world settings, HF nurses are providing routine
telemonitoring during business hours only.6 Nevertheless,
acute worsening of symptoms with urgent need for treatment
and unplanned hospital admissions can occur at any time.7

Telemedical emergency service has shown to be effective in
improving clinical outcomes in acute coronary syndromes and
stroke by shortening time to diagnosis and enabling early
treatment.8–12 The European Union offers a medical emer-
gency telephone number for the general public. However, a
specified help line or emergency service for HF patients has
not yet been implemented in Germany. In two randomized
controlled telemedical interventional management in HF trials
(TIM-HF and TIM-HF2) conducted in Germany, a 24/7
telemedical emergency service provided by physicians was
added to the routine telemanagement by the telemedical
centre (TMC). The assessment of this service is the objective
of this study.5,13

Methods

The TIM-HF and TIM-HF2 trials investigated the
effects of telemedicine in hear failure patients
using a comparable non-invasive technology

In the TIM-HF trial (clinicaltrials.gov identifier: NCT00543881)
conducted between 2008 and 2010 in four German states,
354 out of 710 patients were randomized to the remote pa-
tient management (RPM) group. The TIM-HF2 trial
(clinicaltrials.gov identifier: NCT01878630) was conducted
between 2013 and 2018 in 14 German states; 765 out of
1538 patients were assigned to the RPM group. For both
studies, patients were managed by a dedicated TMC, staffed
with HF nurses and physicians.

The main differences between both studies were the
patient characteristics, the duration of follow-up, and the

design of home care devices for the telemedical emergency
system.14,15 The technical settings within the TMC and the
standard operating procedures (SOPs) were identical in
both trials.

The investigation conforms with the principles outlined in
the Declaration of Helsinki and the laws and regulations
applicable in Germany. Written approval from the appropri-
ate ethics committees was obtained.

Study population and follow-up

Patients with chronic HF in functional Classes II or III, accord-
ing to the classification of the New York Heart Association
(NYHA), were included in both studies.

Main inclusion criteria for the TIM-HF trial were a left ven-
tricular ejection fraction (LVEF) ≤ 35% and at least one HF
hospitalization within 24 months prior to randomization. In
patients with an LVEF ≤25%, which was measured twice
within 6 months, a previous HF hospitalization was not
mandatory.

In the TIM-HF2 trial, HF patients with reduced as well as
with preserved LVEF were included, but at least one HF hos-
pitalization within 12 months prior to randomization was
mandatory. Patients with major depression measured by
Patient Health Questionnaire-9 (PHQ-9) questionnaire were
excluded according to the subgroup analysis of TIM-HF.16

The TIM-HF trial used a fixed stopping date, resulting in a
minimal follow-up period of 12 months for all patients, the
median follow-up was 26 months resulting in 641 patient
years.

The follow-up period in the TIM-HF2 trial was 12 months
resulting in 742 patient years.

According to the study protocol, the telemedical emer-
gency service was part of the intervention in the RPM group.

Telemedical emergency system

For the daily routine telemonitoring, patients in both trials
measured body weight, blood pressure, peripheral oxygen sat-
uration (SpO2), electrocardiogram, and subjective well-being
with non-invasive telemedical devices. Measurements were
transferred wirelessly via a mobile phone network connectiv-
ity from a patients’ home to the TMC. A detailed description
of the system has been published elsewhere.14,15

In TIM-HF, a fixed emergency response system was
installed at the patient’s home, requiring a landline. This sys-
tem had a big red one-touch button to establish a
bi-directional voice link to the TMC, without using a phone.
In the TIM-HF2 trial, all patients received a mobile phone
with a button to start a direct telephone link to the TMC.
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In addition, both studies featured a free call phone number
for all patients to get in contact with the TMC in case of
emergencies.

The analysis included only calls due to medical emergen-
cies. Accidental activation of the emergency system or calls
for non-medical reasons were excluded from the analysis.

Structure of the telemedical emergency service

The TMC was located at a tertiary care centre (Charité–
Universitätsmedizin Berlin). It was connected to all rescue
services and emergency departments within Germany, with
the option to open a direct line to the emergency medical
service nearest to the patient. Physicians with expertise in
cardiology and emergency medicine conducted the triage
and management of incoming emergency calls.

According to the study protocols of both trials, the
physicians worked in shifts at the TMC. The service was
available 24/7 for the entire study period. SOPs were
implemented.

The handling of an incoming emergency call included a
clinical assessment of patient symptoms and a review of in-
formation from the electronic patient record containing
transferred telemedical vital parameters, reports about HF
status, course of the disease, recent events, comorbidities,
medical therapy, and implantable cardiac device program-
ming. Thus, a virtual emergency room was established at
the TMC. According to the SOPs, the telemedical manage-
ment of an emergency call resulted in (i) acute admission to
the next available emergency room or (ii) in a ‘stay at home’
policy. The ‘stay at home’ policy included the following
options: changes in patient’s medication and/or referral to
the general practitioner within the next 24 h.

Evaluation of the emergency service

Emergency calls were classified by the on-duty physician as
HF, other cardiovascular, or non-cardiac events. To evaluate
the diagnostic accuracy of the triage conducted by the TMC
physician, the TMC-classification of the case was compared
with the reports of the hospitalization or emergency room
visit. This process of adjudication was performed by an
independent clinical endpoint committee in both studies.

For safety reasons, we defined a period of 7 days for
unplanned hospitalization or death to be potentially associ-
ated with the emergency call.

Statistical analysis

Statistical analysis was performed using SPSS (version 25.0,
IBM corp.). Data were descriptively analysed, reporting
mean ± standard deviation (SD) for quantitative

measurements. Differences were compared using a
two-tailed t test for normally distributed variables, and
Mann–Whitney U test for non-parametric variables. For all
data analyses, significance level was set at P < 0.05 and
was reported in an explorative manner. Mean bias and
95% confidence interval were calculated as mean ± 1.96
SD between test differences.

Results

Of the 1119 RPM patients of both trials, 417 (37%) initiated
emergency calls, 251 patients called once, 166 patients called
several times, with up to 19 calls per patient. While 702
(63%) patients made no emergency calls.

Both studies showed similar baseline characteristics for
those patients who made an emergency call. NYHA Class III,
higher N-terminal prohormone of brain natriuretic peptide
(NT-proBNP) levels (>1.400 pg/mL), ischaemic aetiology of
HF, history of coronary revascularisation, implanted defibrilla-
tor, and impaired renal function were conditions with higher
probability for emergencies (Table 1). In the TIM-HF trial, 256
(72%) of the 354 patients in the RPM group received a fixed
emergency response system. The system could not be
installed at the home of 98 patients due to a lack of a landline
at the patient’s home. In TIM-HF2, the dedicated emergency
mobile phone was provided to all 765 patients in the RPM
group. In both studies the free call phone number to the
TMC was tested successfully by the patients during an initial
home visit from the instructing HF nurse.

Pattern and causes of emergency calls

A total of 768 emergency calls occurred during 1383 patient
years (0.56 calls per patient year). Two hundred eighteen
emergency calls (29%) were made during business hours
(Monday to Friday 9 a.m. to 5 p.m.), and 526 emergency calls
(68%) were made outside business hours or on bank holidays.
Twenty-four emergency calls (2%) were incompletely
recorded in terms of the time stamp of the incoming call
(Figure 1). There were two calls from relatives after a sudden
death of two patients, which were omitted from the analysis.

In the TIM-HF trial, 281 emergency calls (92%) were placed
to the TMC and subsequently managed by the telemedical
emergency service, whereas 23 calls (8%) were made directly
to the general public emergency services and thus not man-
aged by the TMC.

In the TIM-HF2 trial, in 98 (21%) emergency cases, the
patient contacted the TMC, while 366 calls (79%) were made
directly to the general public emergency service and thus not
managed by the TMC.

Summarized, almost half of all emergency calls (n = 379;
49%) were primarily managed by the TMC. Two hundred
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seventy-three (72%) calls to the TMC occurred outside busi-
ness hours, and 97 calls (26%) inside business hours; nine calls
(2%) had a missing time stamp. From the 389 emergency calls
to the public emergency number, 253 (65%) calls occurred out-
side business hours and 121 (31%) inside business hours; 15
(4%) had a missing time stamp.

There were 146 (19%) emergency calls for worsening HF,
297 (39%) for other cardiovascular, and 325 (42%) for
non-cardiac causes with a similar pattern inside and outside
business hours (Figure 1).

Emergency calls managed by the telemedical
centre

After the diagnosis and triage by the TMC physician, 202 (53%)
patients were immediately transferred to the next available
emergency room; 177 patients (47%) were left at home. Of
those patients acutely sent to an emergency room, 166 pa-
tients (82%) were hospitalized, while 36 (18%) patients were
sent home from the emergency room after ambulatory
treatment.

All patients left at home after triage from the TMC were
alive within the prespecified safety period of 7 days; seven
patients (4%) were hospitalized within the next 7 days after
placing an emergency call.

The initial diagnosis made by the TMC physician was con-
firmed in 83% when compared with the on-site diagnosis at
the emergency room by adjudication of the clinical endpoint
committee.

Emergency calls managed by the public
emergency service

All 389 calls to the public emergency number resulted in im-
mediate admission by an ambulance to the next available
emergency room. In TIM-HF, all of the 23 calls resulted in
an acute hospitalization, 303 (83%) of 366 calls in TIM-HF2,
respectively. In total, 326 (84%) calls, which were directed
to the public emergency service, resulted in a hospitalization.

Emergency calls and outcomes during follow-up

Patients who made an emergency call had a higher all-cause
mortality (22% vs. 11%, P = 0.007 in TIM-HF; 16% vs. 4%,
P< 0.001 in TIM-HF2), more events of unplanned hospitaliza-
tion (324 vs. 162, P< 0.001 in TIM-HF; 545 vs. 180, P< 0.001
in TIM-HF2), and more days lost due to cardiovascular hospi-
talization or all-cause death (13.9 vs. 3.6, P < 0.001 in TIM-
HF2) during study follow-up (Table 2). Of all 1211 unplanned

Figure 1 Timing around the clock and causes of emergency calls.
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hospitalizations in the RPM group, 492 (41%) were directly
triggered by an emergency call.

Discussion

The TIM-HF and TIM-HF2 trials were the only randomized
controlled trials that conducted 24/7 telemedical emergency
services in a high-risk HF population.

Both studies revealed a similar pattern of emergency cases
with respect to the cause of emergency, as well as a similar
distribution of emergency calls over time. Most of the emer-
gency calls happened outside business hours.

While there were slight differences in the inclusion
criteria between TIM-HF and TIM-HF2, similar baseline char-
acteristics were found in both studies for those patients
who initiated emergency calls. Although two-thirds of
patients in both studies had never placed an emergency call
during follow-up, one-third of the study population initiated
at least one alarm in both studies. There were predisposing
characteristics for patients to make an emergency call: (i)
ischaemic aetiology of HF, (ii) advanced HF status
(functional Class NYHA III and NT-proBNP level >1.400 pg/
mL), (iii) impaired renal function as a relevant comorbidity,
which would define a patient population with a potential
need for a 24/7 RPM.

Patients’ emergency calls triggered a significant number
(492; 41%) of all unplanned hospitalizations during follow-
up. Moreover, those patients who initiated alarms had a
higher mortality rate during further study follow-up. Thus,
emergency calls could be considered as a marker for a higher
morbidity and mortality. Caregivers should acknowledge the
occurrence of an emergency call as an alert to intensify
medical therapy and to reconsider other interventional
options for long-term care.

In both studies, patients were equipped with a specific
hardware for direct contact to the TMC in case of an

emergency. However, patients were free to use the latter or
to call the public emergency number.

In TIM-HF, 92% of all emergency calls were placed to the
TMC, whereas in TIM-HF2, only every fifth emergency call
(21%) was placed to the TMC. The study procedures, SOPs
in the TMC, and home monitoring systems were identical in
both trials, with the exception of the emergency hardware
in the patients home. While landline technology was still
the accepted method during the TIM-HF trial, technological
advances in patient mobility lead to the implementation of
a new dedicated emergency mobile phone for the TIM-HF2
trial. We therefore attribute the low adherence rate in
TIM-HF2 to a poor usability of the emergency device. Patients
reported that in case of an emergency, they were unable to
find the mobile phone or it was not charged. We consider
that an adequate design of the emergency device is crucial
for the efficacy of a 24/7 telemedical emergency service.

Almost half of the TMC-managed emergencies (47%)
allowed patients to stay at home without harm. No patient
died within the predefined safety period of 7 days after a call.
Only a few patients were hospitalized during these safety
period. Thus, telemedical triage by physicians is safe. The
diagnostic accuracy of initial telediagnosis was comparable
with the on-site diagnosis at the hospital (83%), due to the
high level of medical expertise of the TMC physicians and
predefined SOP’s.

Based on the data collected for the TIM-HF and TIM-HF2
studies, we propose that a 24/7 telemedical emergency ser-
vice should be considered as a component for telemonitoring
of high-risk HF patients.

We recognize that the technology and 24/7 service used in
both trials require significant health care and financial re-
sources. In order to present a more cost-effective solution
for real-life setting, the patients who require 24/7
telemedical emergency services could be forwarded to a
regional TMC, while local TMC’s would only provide routine
RPM during regular business hours. Within a HF network, this

Table 2 Mortality and unplanned hospitalizations of the patients with or without an emergency call (EC) in TIM-HF and TIM-HF2

TIM HF TIM HF2

Without EC
n = 216

With EC
n = 138 P

Without EC
n = 468

With EC
n = 279 P

All-cause death 24 (11%) 30 (22%) 0.007 22 (4%) 45 (16%) <0.001
Total number of hospitalization 162 324 <0.001 180 545 <0.001
Total number of cardiovascular
hospitalization

80 208 <0.001 109 279 <0.001

Number of hospitalization per patient 0.6 (0.5–0.7) 2.6 (2.2–3.0) <0.001 0.4 (0.3–0.4) 2.0 (1.8–2.2) <0.001
Days lost due to all-cause
hospitalization

9.2 (6.0–12.3) 31.3 (23.9–38.8) <0.001 6.3 (5.1–7.6) 23.3 (20.2–26.5) <0.001

Days lost due to cardiovascular
hospitalization

3.2 (1.9–4.6) 22 (15.3–28.6) <0.001 2.9 (2.1–3.7) 11.5 (9.4–13.6) <0.001

Days lost due to cardiovascular
hospitalization or all-cause death
during 1 year follow-up

* * 3.6 13.9 <0.001

EC, emergency call.
*TIM-HF had a fixed stopping date resulting in an individualized patient follow-up time.
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would provide a routine 24/7 emergency support for large HF
populations with a high risk of life-threatening cardiac events.
In December 2020, a new regulation was passed regarding
the reimbursement of telemonitoring in Germany for HF
patients with reduced ejection fraction <40%.17 The new
regulation requires primary care physicians (general practi-
tioner and/or cardiologist) to decide whether a HF patient
requires a 24/7 telemonitoring or telemonitoring during
office hours. Therefore, TMCs should work in close coopera-
tion with the primary care physicians in order to optimize
the management of the 24/7 telemonitoring services and
provide the best care for the patient.

Limitations

Our study was a post-hoc analysis. Because the emergency
calls were not prespecified as endpoints in both trials, a di-
rect comparison between the emergency calls in the inter-
vention group and the emergency calls in the control group
was not possible. The RPM patients who placed emergency
calls to the public emergency service could be considered
behaviourally comparable with the usual care group in
regards to medical emergencies. The key findings in this sub-
set of patients in the intervention arm was a high rate of
hospitalization after initiating an emergency call (84%).
Presumably, a similar hospitalization rate after initiating an
emergency call can be expected in the control group.

Both studies were conducted within the German health
care system. We are therefore unable to forecast how a
telemedical emergency management system would function
in other health care settings.

Conclusion

A telemedical emergency service for high-risk HF patients is
safe and should operate 24/7 to reduce unplanned hospitali-
zations. Emergency calls could be considered as a marker for
higher morbidity and mortality. Furthermore, we could show
that a physician-guided telemedical emergency service
provides a very high diagnostic accuracy for telediagnosis
compared with on-site hospital diagnostics.
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