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ABSTRACT

Introduction According to international literature, patients
with cancer wish to have information on complementary
and integrative healthcare (CIH). Medical guidelines
recommend actively approaching patients with cancer
discussing potential benefits and risks of individual

CIH methods. While some CIH methods, for example,
acupuncture and yoga, have been proven effective in
high-quality studies, other CIH methods lack studies or
bear the risk of interactions with chemotherapeutics, for
example, herbal drugs. Therefore, an evidence-based
interprofessional counselling programme on CIH will be
implemented at four Comprehensive Cancer Centres in the
federal state of Baden-Wuerttemberg, Germany.

Methods and analysis A complex intervention consisting
of elements on patient, provider and system levels will be
developed and evaluated within a multilayer evaluation
design with confirmatory evaluation on patient level.
Patients with a cancer diagnosis within the last 6 months
will receive three individual counselling sessions on CIH
within 3 months (=intervention on patient level). The
counselling will be provided by an interprofessional team
of medical and nursing staff. For this purpose, an intensive
online training programme, a CIH knowledge database
and an interprofessional team-building process were
developed and implemented (=intervention on provider
level). Moreover, training events on the basics of CIH are
offered in the outpatient setting (=intervention on system
level). Primary outcome of the evaluation at the patient
level is patient activation measured (PAM) with the PAM-
13 after 3 months. Secondary outcomes, for example,
quality of life, self-efficacy and clinical parameters,

will be assessed at baseline, after 3 months and at 6
months follow-up. The intervention group (n=1000) will
be compared with a control group (n=500, treatment

as usual, no CIH counselling. The outcomes and follow-
up times in the control group are the same as in the
intervention group. Moreover, the use of health services
will be analysed in both groups using routine data. A

Strengths and limitations of this study

» For the first time, a transsectoral, interprofession-
al, evidence-based counselling programme for
Complementary and Integrative Healthcare will be
implemented at Comprehensive Cancer Centres
Baden-Wuerttemberg, Germany.

» The complex evaluation will be conducted at the pa-
tient, provider and system levels within a controlled
design.

» The guiding (confirmatory) hypothesis is at the pa-
tient level measured by patient activation (Patient
Activation Measure-13).

» Randomisation at the patient level is not possible
due to the naturalistic study design.

» On the provider level, a training programme for
the counselling team is designed and evaluated as
blended-learning programme with online (asynchro-
nous) and onsite (synchronous) formats.

qualitative-quantitative process evaluation as well as a
health economic evaluation will identify relevant barriers
and enabling factors for later roll-out.

Ethics and dissemination The study has been approved
by the appropriate Institutional Ethical Committee of the
University of Tuebingen, No. 658/2019B01. The results of
these studies will be disseminated to academic audiences
and in the community.

Trial registration number DRKS00021779; Pre-results.

INTRODUCTION

According to previous international studies,
there is a high use of naturopathic/comple-
mentary approaches (complementaryand
integrative healthcare, CIH) among patients
with cancer. A meta-analysis shows that about
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40% of all oncology patients use CIH'; for patients with
breast cancer, up to 80% can be assumed.” For some
CIH methods, positive effects in patients with cancer
have been shown in randomised controlled trials (RCT)
and meta-analyses, for example, meditation, particularly
mindfulness-based stress reduction for mood disturbance
and depression, Yoga and Tai Ji for improving quality of
life and fatigue, acupuncture and acupressure to reduce
nausea and pain, individual phytotherapeutics and herbal
medicines such as ginger for nausea.”” In addition, many
of these CIHs have the potential to empower and activate
patients as well as imgrove self-efficacy.® The promotion
of patient activation,’ self-management strategies® and
health literacy’ have been shown to empower patients
with cancer' and contribute to reducing the use of health
services.!" Thereby, patient activation is considered as
an overarching concept including knowledge, skill and
confidence for self-management in chronic diseases.'

However, CIH also entails clinical risks; for example,
phytotherapeutics and micronutrients, especially in high
doses (vitamins, selenium), can interact with chemo-
therapy."”” ' A further risk arises as patients often seek
help outside conventional healthcare structures (eg, alter-
native practitioners) with unforeseeable health conse-
quences such as delayed diagnosis and failure to provide
indicated treatments.'® ' In addition, there are risks for
economic harm as the majority of costs for CIH proce-
dures are not covered by public insurance.'” Between
20% and 77% of patients with cancer do not inform
their treating physicians when using CIH."™* This lack
of communication may endanger the doctor-patient rela-
tionship and contribute to the discontinuation of conven-
tional therapy.'” *' #

Patient-centred care for cancer includes supportive
measures that enable patients to cope as well as possible
with their diagnosis and therapy, including its side
effects.” ™ These supportive measures may also include
CIH methods. Therefore, according to current German
S3 guidelines on breast cancer, cervical cancer, ovarian
cancer, as well as the guidelines on complementary
medicine in the treatment of oncology patients,” pallia-
tive medicine and psycho-oncology, there is a consensus
recommendation that all patients should be asked
about their need for information on their use of CIH
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Figure 1 Theoretical model for outcomes on patient level.

procedures.” *® However, this recommendation contrasts
with a lack of human resources in oncologic clinics and
insufficient CIH knowledge among medical and nursing
staff. Therefore, this recommendation cannot be imple-
mented properly in everyday care, and the topic of CIH
is often not sufficiently or not at all addressed in patient
communication. The aim of the Comprehensive Cancer
Centres (CCC)-Integrativ study is to develop and evaluate
a complex intervention as defined by elements on patient,
provider and system levels to improve CIH for patients
with cancer. In detail, we aim to evaluate whether inter-
professional counselling about CIH improves patient acti-
vation and patients’ confidence in contributing to their
health.

METHODS AND ANALYSIS

Theoretical framework and objectives

The project pursues a health services research approach,
and therefore, objectives and interventions will be differ-
entiated in relation to the patient level, provider level
and system level or—seen from a health services research
perspective—in relation to microlevel, mesolevel and
macrolevel.

On the patient (micro)level, the project aims to activate
patients and promote their self-efficacy (see figure 1). It
is expected that by enhanced empowerment, the patient’s
quality of life and clinical outcomes will be improved,
which can, in turn, lead to reduced use of health services
in the further course.”’

Objectives at the provider (meso)level are an improve-
ment of knowledge and communication skills regarding
CIH as well as improved job satisfaction and interprofes-
sional collaboration between doctors and nurses within
the care setting.

At the system (macro)level, the objectives include cost
reduction and a transsectoral increase in knowledge of
CIH (see figure 2).

Setting and study design

Within the CCC-Integrativ study, an evidence-based inter-
professional counselling programme on CIH for oncology
patients will be implemented and evaluated at the four
CCC (Freiburg, Heidelberg, Tuebingen-Stuttgart, Ulm)

quality of life

clinical outcomes, side
effect management

\ utilisation of health

services
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Levels
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Objectives

- Improvement of symptom
management and quality of life

- Strengthening of patient
activation/empowerment

- Reduced utilisation of
healthcare services

- Improving interprofess.
cooperation

- Improving CIH knowlegde
- Improving job
satisfaction

- Improving CIH knowledge
transsectoral

Dissemination, trans-
sectoral linking

- Reduced costs by reduced
utilisation of health
services

Figure 2 Outcomes framework for CCC-Integrativ. CCC, Comprehensive Cancer Centres; CIH, complementary and integrative

healthcare.

in Baden-Wuerttemberg. CCC are implemented at most
university hospitals in Germany to ensure a high standard
of medical care for oncology patients and are considered
centres of excellence in oncology.

As described above, CCC-Integrativ will be evaluated at
patient, provider and system levels, whereby the confir-
matory testing will be on patient level. The accompa-
nying process evaluation, which also analyses aspects of
the microlevel, mesolevel and macrolevel, is presented in
detail in a separate protocol.

The total study duration is 36 months. For the individual
study participant, the study lasts 6 months, including the
follow-up survey (intervention group and control group).
The preparation period runs from months 1-6, the
primary data collection in the control group from months
7 to 18 (recruitment months 7-9). Data collection in the
intervention group from months 13-30 (recruitment
months 13-24).

The intervention group is compared with a control
group and a reference group. The control group is
recruited 6 months before the start of the intervention
phase. Identical outcome parameters are collected. The
reference group results from claims data of the statutory
health insurance of the Allgemeine Ortskrankenkasse
Baden-Wuerttemberg (AOK BW) without additional
primary data collection. The reference group allows us
to examine the representativity of the study population
compared with the target population (members of AOK-
BW). If differences between the control group and the
reference group are detected, that is, study effects are
present, these will be accounted for in the comparison of
the reference group with the intervention group to disen-
tangle study effects and intervention effects.

A classical parallel-group design with randomisation
at the patient level did not seem feasible, as previous
studies have shown that patients with high use of or
need for counselling on CIH cannot be randomised.**

Also, cluster randomisation had to be rejected due to
possible contamination problems. Given that all four
participating CCCs are located in the same federal state
(Baden-Wuerttemberg, Germany) and thus within a few
hours’ drive, we could not exclude that patients treated
in one CCC would seek counselling in another partici-
pating CCC. Thus, we decided to choose different time
intervals within the study period for control and interven-
tion patients.

Intervention on patient level

The intervention consists of an interprofessional,
evidence-based counselling service for patients with coun-
selling needs in the field of CIH. Key points of the coun-
selling are information giving and guidance for health
needs in the context of CIH to increase patient activation
and self-efficacy.

The counselling concept takes into account the
patient’s resources, integrates conventional healthcare
(as provided by the CCGCs in routine care) and provides
information on CIH and care services with CIH. The
central point of the counselling is the specific CIH coun-
selling needs of the patient (see figure 3). In addition
to the specific patient needs, nutrition, exercise and
stress management are addressed as resources. If there
is a need for further counselling on these three topics or
CIH counselling sessions were to bring up psychological
distress for any patients, referrals are made to the specific
counselling services for nutrition, exercise and psycho-
oncology offered in all participating CCCs.

The CIH counselling service is provided by interpro-
fessional teams consisting of specially trained physicians
and nurses at each of the four participating CCCs and
is integrated into the existing structures at the four
participating CCCs in Freiburg, Heidelberg, Tuebingen-
Stuttgart und Ulm. Our concept for counselling follows
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Figure 3 CCC-Integrativ counselling model of the
intervention. CCC, Comprehensive Cancer Centres; CIH,
complementary and integrative healthcare.

an evidence-based approach, integrating patient prefer-
ences and individual medical and nursing expertise.

Intervention and control group

Intervention group

Patients of the intervention group will be offered inter-
professional individual counselling. Eligible patients will
receive at least three counselling sessions on evidence-
based nursing and/or medical interventions within
3months. The first counselling session will be face-to-
face and interprofessional and is planned for a duration
of 60 min. The subsequent two counselling sessions may
be monoprofessional and performed by telephone or
as video counselling with a duration of approximately
30min.

If required within a counselling session, easy to under-
stand information leaflets developed in the preparation
phase for the most relevant symptoms and CIH methods
and/or prescriptions for phytotherapeutics are handed
out to patients to promote patient activation. In case of
recommendation of external applications, these can also
be shown to the patient on-site. Furthermore, counselling
on where to find trustworthy information about CIH on
the internet as well as how to evaluate CIH providers and
CIH products will be provided.

To standardise the counselling process, a structured
guideline for the consulting teams is developed before
the intervention starts and will be practised in the training
programme.

Control group and reference group

The control group and the reference group receive
conventional healthcare as usual provided by the CCCs
(treatment as usual).

Participants

Eligible participants consist of outpatient oncology
patients at the four CCC (Tuebingen-Stuttgart, Ulm,
Freiburg and Heidelberg) of the Federal State of Baden-
Wuerttemberg, Germany).

Inclusion and exclusion criteria

The following inclusion criteria apply to the intervention

group and the control group:

» Diagnosis of cancer including progression or recur-
rence within the last 6 months (all cancer types can
be included).

» The patient must be able to attend counselling on site.

» Treatment at one of the participating CCCs or consul-
tation for a second opinion.

» Age >18 years.

» Need for CIH counselling (attested by actively
contacting the local counselling centre by email,
phone or in-person).

» A present signed declaration of consent to the study
and to data protection (Informed consent).

Exclusion criteria:
» For intervention group: participation in the control

group.

» Language or cognitive impairments preventing
patients from completing questionnaires
independently.

Recruitment

Recruitment procedure in the intervention group

Information materials on the project (as flyers, brochures
and a website) are displayed in outpatient clinics, day
clinics and the other counselling centres at the four
CCCGs. In addition, the project will be presented at other
counselling services, support groups and established
formats (senior physician conferences, nursing service
meetings, etc) in each CCC. In the preparatory phase,
information events will also be held at each CCC to report
on the project. Patients are to become aware of the coun-
selling via flyers, newspaper reports, word-of-mouth infor-
mation, via the treating physicians and via being actively
approached by the study staff.

Recruitment procedure in the control group

Patients in the control group are actively approached
by study staff (doctors, nurses, study assistants) during
waiting times in the rooms of the CCC of the day clinic.
The patients are informed about the study and asked
whether they would enter the control group. The time
points of data collection as well as the instruments used to
collect the primary and secondary outcomes correspond
to those in the intervention group (T1, T2, T3). Since the
counselling service is not yet established, inclusion in the
intervention group is not yet possible. As compensation
for their time, the patients are offered the CIH counsel-
ling service after the end of the observation period of 6
months (outside the study setting).
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Recruitment procedure in the reference group

As there is no primary data collection in the reference
group, no recruitment is needed. Instead, secondary data
from the AOK-BW will be used in pseudonymised form.

Intervention on provider level

Blended-learning training programmes for counselling teams

The training programme for counselling teams is designed
as blended-learning with online (asynchronous) and
onsite (synchronous) formats such as webinars or face-
to-face format. The contents of the training programme
were developed during the preparatory phase of the
project based on existing guidelines and expertise from
two previous studies: the CONGO study and the project
KOKON. Data from KOKON (www.kompetenznetz-
kokon.de) show the specific information that doctorsneed
for good counselling® and how this can be implemented
successfully,” whereas CONGO focused on nursing appli-
cations in the context of supportive cancer care.”” *' The
online content of CCC-Integrativ is presented through
an online learning management system (ILIAS-software).
Training consists of evidence-based text material, live
lectures and asynchronous lectures on individual CIH
methods and of communication training. For the latter,
training with simulation patients was integrated into the
synchronous online formats. The structure and overall
contents of the blended-learning training programme
will be presented in detail in a separate publication (in
preparation).

Tool box for counselling teams

In order to achieve standardised and evidence-based
counselling on CIH, specific symptom-driven guidelines
for the most relevant symptoms (eg, on chemotherapy-
induced nausea and vomiting) are developed on the basis
of structured literature research and expert consensus
process. Altogether, 20 symptom-driven guidelines will be
developed to provide a basic counselling source of infor-
mation for the counselling teams.

Knowledge database on CIH

Within the KOKON Project (KOKONbase), a knowledge
database on clinical efficacy and safety of complementary
medicine in oncology was implemented. The contents
of the database are linked to the international informa-
tion portal of the CAM Cancer Project’ and include free
access via Onkopedia (https://www.onkopedia.com/de),
the guideline portal of the German Society for Haema-
tology and Medical Oncology. During the CCC-Integrativ
Study, the database will be constantly updated and supple-
mented with content on complementary nursing.

Interprofessional team building

Interprofessional counselling requires interprofessional
team building of the counselling teams (nurse and
physician). Therefore, workshops to promote interpro-
fessional collaboration using the TEAM® alpproach33 34
are performed for each counselling team, either onsite

or online (synchronous) and complement the blended-
learning programme.

Intervention on system level

As part of the system-level intervention, basic training on
CIH is provided to healthcare professionals on a cross-
sectoral level, ranging from university hospitals to primary
care. The target groups are, for example, health workers
in the CCCs, general practitioners and ambulatory care
services. The aim of this training is to achieve a common
understanding of the term CIH, discuss possible indica-
tions for the application and potential risks of CIH based
on scientific literature and to address reliable sources of
information on CIH. The number of training sessions and
the exact target persons are not fixed in advance but will
be determined by the demand of the different groups of
healthcare professionals during the intervention phase.

Primary and secondary outcomes on patient level

Primary outcome

The primary outcome parameter for assessing the inter-
vention effect is patient activation, operationalised by
the Patient Activation Measure questionnaire of the
German version (PAM-13-D) after 3 months (T2).”* The
PAM-13 is widely used internationally, also within the
oncology setting, and has been validated in German. It
has been shown to be a valid and reliable predictor of
patient activation.” ** The PAM-13 measures the extent
to which a patient actively participates in his or her treat-
ment. Furthermore, it measures the patient’s active role
in managing his/her own health and the extent to which
he/she feels competent to fulfil that role. This construct
includes aspects of health and patient knowledge, skill
and confidence for self-management and therefore
allows us to omit other concept-specific questionnaires,
reducing the patient’s overall burden of filling out ques-
tionnaires. A correlation between a higher level of patient
activation (measured by the PAM-13) and better health
outcomes, improved treatment adherence and a reduc-
tion in healthcare costs has been shown.” The PAM-18-D
is completed by the patients themselves. In the control
and the intervention groups, PAM-13-D will be measured
at baseline (T1), after 3 months (T2) and 6 months
follow-up (T3) according to table 1.

Secondary outcomes
One part of the secondary outcomes at patient level is
collected via primary data collection; another part is
based on routine data. Secondary outcomes via primary
data collection include quality of life, self-efficacy, depres-
sion, fatigue, symptom management, health literacy
and healthcare utilisation (HCU). All outcomes will be
measured with validated instruments and assessed at base-
line (T1), after 3 months (T2) and 6 months follow-up
(T3) as described in table 1.

The following clinical parameters, not shown in table 1,
are also collected at patient level (survey dates are given
in brackets): diagnosis including the Classification of
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Table 1 Primary and secondary outcomes at patient level in the intervention and control group
patients
T1 T2 T3
Outcomes Instrument Iltems Baseline 3 months 6 months follow-up
Primary outcome
Patient activation PAM-13 13 X X X
Secondary outcomes
Health status EQ-5D 5 X
Self-efficacy SES6G 6 X X X
Unmet needs NEQ 27 X
Quality of life EORTC-QLQ-C30 2 X X X
(only question 29+30)
Depression, agitation PHQ-9 9 X X X
Fatique EORTC-QLQ-FA12 12 X X X
Measure yourself concerns and well-being MYCaW 7 X X X
Symptoms, therapy assisted MIDOS2 11 X X X
Single item literacy screener SILS 1 X
Healthcare Utilisation Questionnaire HCU-Q (adapted) 11 X X X
Sociodemographic data 26 X
Medical data 10 X X X

EORTC-QLQ-C30, European Organisation for Research and Treatment of Cancer - Quality of Life of Cancer Patients Questionnaire - Core;

EORTC-QLQ-FA12, European Organization for Research and Treatment of Cancer - Quality of Life of Cancer Patients Questionnaire - Cancer
Related Fatigue; EQ-5D, European Quality of Life 5 Dimensions; HCU, Healthcare Utilisation Questionnaire; MIDOS2, Minimal Documentation
System; MYCaW, Measure Yourself Concerns and Wellbeing; NEQ, Needs Evaluation Questionnaire; PAM-13, Patient Activation Measure 13;
PHQ-9, Patient Health Questionnaire; SES6G, Self-Efficacy for Managing Chronic Disease 6-ltem Scale; SILS, Single ltem Literacy Screener.

Malignant Tumors (TNM) (T1), date of primary diagnosis
of cancer (T1), if applicable, diagnosis of recurrence/
progression (T1, T2, T3), ongoing or planned oncolog-
ical therapies (chemotherapy, surgery, etc) (T1, T2, T3).

Secondary outcomes based on routine data are use of
inpatient and outpatient healthcare services, prescription
of drugs, days of incapacity to work.

Routine (=claims) data are collected for billing purposes
from the medical insurance company - the AOK BW. The
AOK BW is the fifth largest health insurance fund in
Germany and the largest in Baden-Wuerttemberg, with
approximately 4.5million insured persons. These data
come from all AOK BW-insured persons who had received
an International Statistical Classification of Diseases and
Related Health Problems (ICD-10) cancer diagnosis
according to the ICD-10 in the relevant time periods.

Sample size

Consistent data on the distribution of the primary
endpoint PAM-13 is found in the literature. In a paper
by Rademakers et al,”® sample size and SEs are each given
for a Danish, a Dutch, a German and a Norwegian sample
with a total of approx. 3500 patients. Back-calculation to
the SD yields values between 14.49 and 14.61. In a study
by Bates et al,39 SD between 14.3 and 14.8 were found.
We, therefore, conservatively assume a SD of 15 in our
planning. In the first study mentioned, a difference of
6.5 points was seen under intervention (68.5 vs 75.0).

With a study effect in the control group (eg, caused by
using the instrument twice) of 30% (=1.95 points), we
could expect a difference of 4.55 points. Conservatively
assuming a difference of 4 points and the already justified
SD of 15 points in the main outcome parameter PAM-13
between intervention and control group, a sample size of
669 patients is calculated (type 2 error of 0.10 and ratio
of 2:1 between intervention n=446, and control group,
n=223). Assuming a drop-out of 30%, 638 patients must
be included in the intervention group, and 319 must be
included in the control group. For pragmatic consider-
ations regarding the implementation character of the
study (existing staff, established structures), we aim to
recruit 1000 patients in the intervention group and 500
patients in the control group (see figure 4). With a sample
size of 1500 patients (1000+500) minus 30% dropouts, a
group difference of 3.2 points on the PAM-13 would have
a power of 90%. By adjusting the baseline in a covariance
analysis, a degree of freedom is lost, but it can be assumed
that the power should be even higher due to the reduc-
tion in dispersion after adjustment.

For the reference group, health insurance data will be
used.

Data analysis

Electronic data collection from the patients’ ques-
tionnaires is recorded using Research Electronic Data
Capture, a browser-based software for clinical and
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Intervention group
primary data, n=1000
(per CCC n=250 patients)

T1
Baseline

Control group
primary data, n=500
(per CCC n=125 patients)

T1
Baseline

A

Reference group
routine data
Provision of routine data from AOK BW for
Q1/2018 — Q4/2018 (i.e. before the start of the
recruitment of patients for the control and
intervention group)

A

drop out 20%, n = 400 patients in follow up
expected
T2
3 months follow up

drop out 20%, n = 800 patients in follow
up expected
T2
3 months follow up

L 4

g

drop out 30%, n = 350 patients in follow up
expected
3
6 months follow up

drop out 30%, n = 700 patients in follow
up expected

| routine data Q1/2020 — Q4/2021

T3
6 months follow up

| routine data Q1/2020 — Q4/2021 |

Figure 4 Flow chart data collection (T1-T3)/ routine data. AOK BW, Allgemeine Ortskrankenkasse Baden-Wuerttemberg; CCC,

Comprehensive Cancer Centres.

translational research.*’ All quantitative data will be trans-
formed and imported into SPSS Version 28 or higher for
further statistical analysis.

Analysis of primary data outcomes

The primary outcome parameter for the comparison of
the intervention group with the control group is patient
activation, which is measured by the PAM-13 after 3
months. For the primary outcome analysis of covariance
will be applied with baseline adjustment and adjustment
for study centre as a categorical variable. Secondary anal-
yses of the primary endpoint include an additional anal-
ysis of covariance adjusted for age (quantitative), sex,
diagnosis and disease stage, as well as a mixed model for
T1, T2 and T3 to analyse the temporal trend and test
for maintenance effects at T3. Quantitative secondary
endpoints will be analysed analogously to PAM, cate-
gorical data will be analysed using identically adjusted
logistic regression models. For analyses of the secondary
outcomes, p values are reported but are not to be inter-
preted as confirmatory. The primary analysis population
will be the intent to treat a population which includes all
subjects with a baseline assessment. Multiple imputation
methods are used to replace missing values. Imputation
will be based on baseline values. Confirmatory interim
analyses are not planned. The level of significance will be
0.05 (two sided).

Analysis of routine data outcomes

Routine data outcomes as described above will be
compared between the intervention, the control and the
reference group. In a first step, routine data outcomes of
the control group will be compared with the reference
group to assess possible selection bias due to the fact that
study patients are all treated at the CCCs. In a second
step, routine data outcomes of the intervention group
are compared with the control group with adjustments
derived from the first step comparison.

Process evaluation

In addition to the analyses mentioned above, a detailed
qualitative-quantitative  process evaluation will be
conducted. This process evaluation is based on the
Consolidated Framework for Implementation Research,
a recognised framework in implementation research.*!
In addition to evaluating the perspectives of patients and
providers on the counselling sessions, the process eval-
uation aims to identify significant barriers and facilitate
factors for successful implementation and later transfer-
ability of the intervention into standard care. All details
regarding the concept and planned analyses can be found
in a separate publication (in preparation).

Health economic evaluation

To evaluate the intervention’s efficiency, a cost-
effectiveness and cost—-utility analysis will be performed.
To that end, the intervention and control groups will be
compared on both the absolute and incremental costs and
effects of care. The main analysis is conducted from the
perspective of the insurees of the statutory health insur-
ances, meaning that costs and effects incurred by the statu-
tory health insurance as well as by the patients themselves
are counted. A societal perspective will be considered in
a sensitivity analysis. On the cost side, the intervention
specific costs, the costs of inpatient and outpatient care,
the costs of prescription drugs, therapeutic remedies, aids,
informal care, productivity losses and CIH are consid-
ered. Data are collected using an adapted version of the
HCU Questionnaire (HCU-Q)** and supplemented for
part of the intervention and control group with informa-
tion from the AOK BW routine data (billing data). Using
an incremental cost-effectiveness ratio, the efficiency of
the intervention is quantified. This enables statements to
be made about the programme’s incremental costs per
increment in quality of life and patient activation. Data
from the reference group supplement and validate the
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data and analyses used and help contextualise the results.
The time horizon of the analysis is 6 months. Both costs
and effects are discounted at 3% p.a. In a deterministic
sensitivity analysis, discounting rates of both 0% and 5%
will be applied. Uncertainty will be accounted for in the
sensitivity as well as subgroup analyses.

Trial status

Recruitment of the control group (n=502) was success-
fully completed in January 2021. The counselling for
the intervention group started in January 2021. Last-
patient out is expected for March 2022. Analyses will be
completed in December 2022.

Patient and public involvement

Patients from different oncological support groups were
involved during the preparation of the study. The ques-
tionnaires and patient informational materials on CIH
used in the study were developed in cooperation with
support groups. Given the nature of our naturalistically
controlled trial, the public and media were addressed
actively with information on the project, and lectures on
CIH were held on patient days etc., in order to achieve
our recruitment goal.

ETHICAL CONSIDERATIONS, DATA PROTECTION ASPECTS AND
DISSEMINATION

The study has been approved by the appropriate Institutional
Ethical Committee of the participating medical faculties
(Freiburg, Heidelberg, Tuebingen, Ulm), No. 658/2019BO1.

Before study entry, all study participants are comprehen-
sively informed about the project and a written declaration
of consent for participation is obtained. Access to the new
form of care is open to all patients, regardless of their partic-
ular statutory health insurance company. There are no addi-
tional costs or disadvantages for the participating patients.
Patients’ participation is voluntary. Participants will be
informed verbally and in writing about the nature and scope
of the planned procedure before the start of the study. Given
informed consent, including the processing of patients’ data,
documented by signing the consent form, can be withdrawn
atany time and without giving reasons. Disclosure takes place
in pseudonymised form for the analysis. The names of the
participating patients and all other confidential information
are subject to medical confidentiality and the provisions of
the European General Data Protection Regulation of 25 May
2018.

A comprehensive data protection concept with a data
set prescription of the routine data was developed for the
handling, transfer, and analysis of all data within the project.
Contracts of data protection and for order processing were
concluded with the partners. The partners are guided by the
applicable standard for research projects and by the appli-
cable data protection regulations. Approval according to §75
SGB 5 for the transfer of social data for research was obtained
from the AOK Baden-Wuerttemberg.

After completion of the analyses, the data will be made
available on reasonable request in anonymised form in accor-
dance with the institutional regulations and the General Data
Protection Regulation (exception is the health insurance
data of the reference group).

The study results will be presented to academic audiences
through publication in peerreviewed journals and presenta-
tions at national and international conferences. The results
will also be disseminated in the community. The study is
being conducted in collaboration with a health insurance
company. The process evaluation will also include the iden-
tification of significant barriers and facilitating factors for
implementation. If the evaluation of the project is successful,
a transfer into standard care is planned.
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