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PROJEKTANSVARLIG:

@VRIGE DELTAGERE (samarbejdspartnere eller tilknytning til forskningsinst. el.lign):
Marie Germund Nielsen vil blive stgttet af en Center for Forskning i Cancerdiagnostik i
Praksis (CaP) -forskergruppe; Lektor, Anette Fischer Pedersen (statte til ekspertise inden
for psykologiske aspekter af undersggelsen), Professor Peter Vedsted (statte til
forskellige aspekter af undersggelsen), postdoc Line Flytkjaer Virgilsen (ekspertise inden
for epidemiologi og spgrgeskemaundersggelser), postdoc Henry Jensen (ekspertise i
spgrgeskemaundersggelse og nationale registre), professor og praktiserende leege Frede
Olesen (ekspertise inden for sundhedssystemet generelt) og statistiker Alina Zalounina
Falborg.

PROJEKTBESKRIVELSE

PROJEKTETS TITEL: Cancerrecidiv i almen praksis: patienternes oplevelse og den
praktiserende laeges rolle.

PROJEKTETS (ANS@GNINGENS) EMNE: Forskning i cancer recidiv i Almen praksis.

OPDATERING VEDR. TIDLIGERE AFHOLDT PROJEKT (seet x):

NYOPRETTET PROJEKT (seet x): x

FORMAL:

Malgruppe

Vi planleegger at udsende spgrgeskemaer til 3000 praktiserende leeger i hele Danmark,
og haber pé at 2250 laeger (75%) besvarer spgrgeskemaet. Af de 375 ydernumre der er i
Region Midtjylland, forventer vi at 281 besvare spgrgeskemaet.

Mal og forventet resultat

Formalet med undersggelsen er at belyse forlgbet fra farste symptom til behandlingsstart
for tilbagefald (recidiv) efter kreeft hos patienter i Danmark.

Dette gares ved at undersgge varigheden af tidsperioder mellem vigtige milepeele sdsom
forste besgg hos egen laege, farste henvisning o. lign. samt hvilke undersggelser laegen
igangsatte, hvordan lsegen henviste, og om der var utilsigtede haendelser i forlgbet.
Undersggelsens specifikke formal er;

1) Beskrivelse af diagnostiske forlgb blandt patienter med recidiv af kraeft, herunder om
diagnosen er baseret pa symptompraesentation eller rutinemaessig opfalgning.
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2) Beskrivelse af de kliniske praesentationer hos symptomatiske patienter diagnosticeret
med recidiv.

3) Undersggelse af de specifikke tidsintervaller i det diagnostiske forlgb for patienter med
recidiv af kreeft (dvs. patient, GP, systemintervaller).

4) Undersgge sammenhaengen mellem psykosociale karakteristika hos patienter
diagnosticeret med recidiv (fx frygt for tilbagefald, fatalistisk syn pa kreeft, sociogkonomisk
status) og deres leegesggningsadfaerd.

5) Undersggelse af, om laegerne faler sig trygge i forhold til opfalgning af kreeftpatienter
efter behandling, og hvordan de oplever det faglige forhold med hospitalsleegerne.

6) Undersggelser af, hvad der udlgser mistanke om recidiv blandt praktiserende laeger i
opfalgningen af kreeftpatienter.

PROJEKTBESKRIVELSE (kort resumé) — (Se desuden vedlagte projektbeskrivelse bilag
1)

Omkring 35.000 danskere diagnosticeres hvert ar med kraeft og heldigvis stiger
overlevelsen. Sygehusenes standardiserede opfalgningsprogrammer er under udvikling
bl.a. som fglge af det ggede pres fra det stigende antal patienter og manglende evidens
for effekt. Fremover kommer en del af rutinekontrollerne til at forega hos den alment
praktiserende laege. Imidlertid mangler vi viden om forlgbet op til diagnosen af
sygdomstilbagefald, herunder den alment praktiserende laeges rolle. Dette er afggrende
at fa belyst, hvis vi skal skabe tryghed for patienterne og sikre, at de praktiserende lseger
er kleedt pa til at opdage tilbagefald af krzeft i tide.

Dette projekt vil undersgge leegesggningsadfaerd i tiden op til en diagnose af tilbagefald af
kreeft, patienternes symptomer og laegens tolkning og handling pa symptomerne samt
hvem der er involveret i udredningen. Patienter med tilbagefald af kraeft identificeres
gennem danske nationale registre.

Der udvikles to spgrgeskemaer. Det fgrste spgrgeskema sendes til patienter med nyligt
konstateret tilbagefald. Det skal give indsigt i patienternes laegesggningsadfaerd, frygt for
tilbagefald, psykosociale karakteristika samt oplevede symptomer i perioden far
diagnosen af tilbagefald.

Det andet spgrgeskema sendes til patientens praktiserende lsege og skal bl.a. belyse
lsegernes vurdering og tolkning af patientens praesenterede symptomer i perioden op til
diagnosen samt deres vurdering af egne kompetencer til at handtere problemstillingerne
for den enkelte kreeftpatient og eventuelle udeekkede behov for sparring med onkologiske
kolleger.

Den nye viden kan blive brugt direkte som led i planlaegning og implementering af
opfalgningsprogrammer i almen praksis. Endvidere vil projektets resultater kunne
anvendes til at identificere specielle fokusomrader for den praktiserende laege og for
sundhedsplanleeggere med det formal at diagnosticere tilbagefald af kreeft tidligere og
derved forbedre patientens prognose. Samtidig skal resultaterne bidrage til at sikre
effektive opfalgningsprogrammer, der giver patienten tryghed og kompetent stgtte og
monitorering.

EVALUERING (metode og tidsramme samt plan for implementering og formidling)

1) | dette projekt laver vi pilottest og evaluerer metoder og performance af algoritmerne til
at identificere patienterne med kraeft for anden gang i registrene, og herefter laver
eventuelle justeringer.

2) Under udviklingen af spgrgeskemaet har vi gennemfgrt en pilottest af spgrgeskemaet
blandt patienter pa onkologisk afdeling.




Projektet forventes at resultere i fglgende publikationer;

1) Routes to diagnosis of patients with cancer recurrence.

2) Symptom presentation in general practice among patients with cancer recurrence.

3) Time intervals from first symptom to diagnosis among patients with cancer recurrence.
4) GP suspicion of cancer recurrence in the aftercare for cancer survivors.

5) Diagnostics and follow-up of cancer survivors: the GP’s perspective.

6) Associations between psychosocial characteristics and help-seeking behaviour in
patients with cancer recurrence.

Tidsramme:
Pilottestningen af algoritmerne foregar i maj-juni 2018. Selve dataindsamlingen lgber fra
september 2018 og 1¥2 ar frem.

Vurdering/overvejelse om efterfalgende udbredelse og implementering i almen
praksis

Gennemfgrelsen af dette projekt vil give ny viden, der kan bruges direkte som led i
planlaegning og implementering af opfglgningsprogrammer for kraeft i almen praksis.
Opfalgningsprogrammer for kreeft blev ivaerksat i 2015 og er stadig under udvikling og
implementering. Resultaterne skal ogsa bruges til at identificere specielle fokusomrader
for de praktiserende lseger og sundhedsplanlaeggere, sa tilbagefald af kraeft kan
diagnosticeres optimalt og derved forbedre patienternes oplevelse og prognose.
Resultaterne vil dermed ogsa vaere med til at sikre effektiv opfalgning, der giver
patienterne tryghed, kompetent stgtte og teet monitorering.

Projektets resultater har stor samfundsmaessig relevans, da diagnostikken af kraeft-
tilbagefald endnu ikke er belyst med udgangspunkt i almen praksis, og dermed har man
heller ingen viden om patienternes perspektiv herpa. Denne viden er essentiel for at
kunne videreudvikle og stgtte de praktiserende leeger i diagnostikken af bade tilbagefald
og nye kreefttilfeelde.

START- OG SLUTTIDSPUNKT (evt. forventet):
01-07-2017 til 01-02-2020

BUDGET

ANSOGT BELDB (2): 74.475 kr.
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(1) I forbindelse med evaluering skal projektet forholde sig til mulighederne for at anvende
Triple Aim .

(2) Et udspecificeret budget vedleegges, hvor det er markeret preecist, hvilke midler der ansgges
om hos KEU.
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Summary

The proportion of cancer survivors is increasing, and 5% of the Danish population live with a cancer
diagnosis (1). The aftermath of a cancer diagnosis is associated with increased need for physical and
psychological aftercare caused by late effects of treatment and fear about recurrence or new cancer (2,3).
The prognosis for this group depends on the ability of the healthcare system to respond adequately to early
signs of cancer recurrence. General practice is intended to play a significant role in the future Danish cancer
follow-up programme, but little is known about the diagnostic route to cancer recurrence.

Aims

The overall aim of this project is to study the route to diagnosis of recurrent cancer by focusing on the
patients’ experiences during the time before the diagnosis of recurring cancer and the role of general
practice. The specific aims will be:

1) To describe the route to diagnosis among patients with recurrent cancer, including whether the
diagnosis is based on symptom representation or routine follow-up.

2) To describe the patients perceptions and clinical presentation of symptoms of recurrent cancer.

3) To study the time intervals in the diagnostic pathways for patients with cancer recurrence (i.e.
patient, general practitioner (GP), diagnostic interval and system intervals).

4) To study the association between psychosocial characteristics of patients diagnosed with cancer
recurrence (e.g. fear of recurrence, cancer fatalism, socio-economic position) and their help-
seeking behaviour.

5) To study GPs’ confidence concerning own ability to provide care for cancer patients in remission
and the GPs’ view on the collaboration with hospital-based oncology consultants.

6) To explore clinical triggers for GPs’ suspicion of recurrence in former cancer patients.

Perspectives

This project will provide new knowledge on the patients’ perceptions and presentation of symptoms before
a diagnosis of cancer recurrence. As for our previous research on primary cancer diagnosis, this study will
provide basic knowledge on routes and time intervals, which can change the paradigm for follow-up.

The project will provide important new knowledge on the diagnostic route to cancer recurrence in general
practice, whereby health care planners can optimise follow-up programmes (7). This information can be
used to develop effective and efficient follow-up programmes for cancer (4) , ensure better integration of
general practice in the follow-up (6) and ultimately lead to better prognosis and quality of life for the
patients.

Internationally, this project will provide important new findings in a field that has only been sparsely
researched. As more and more patients will become cancer survivors in the future, more and more patients
will also experience recurrence. Therefore, knowledge about the diagnosis of recurrence is urgent.

The results from this project may thus serve as a step towards earlier diagnosis of cancer recurrence, better
prognosis for the patient and higher patient satisfaction.



Background

The American Cancer Society defines cancer recurrence as “the return of cancer after treatment and after a
period of time during which the cancer cannot be detected. The same cancer may come back where it first
started or somewhere else in the body” (8). The risk of cancer recurrence varies considerably as it is
influenced by factors such as age, cancer type and cancer stage at the diagnosis of the initial cancer.
Reported recurrence rates are 2-40% among colorectal cancer patients (9-11), 23% among stages |-l for
lung, breast and prostate cancer patients (12), and 90% among ovarian cancer patients (13). Patients in
cancer remission have a higher risk of subsequent primary cancer; a relative risk of 17% for women and
11% for men has been reported (14). Early diagnosis of recurrence can improve the prognosis and increase
the survival in patients with cancer (15).

Cancer-free patients are usually offered a routine follow-up programme, which traditionally has been
managed in a hospital setting in the secondary healthcare sector. Some of the existing follow-up
programmes have shown not to be sufficiently effective in reducing cancer mortality (16,17). Consequently,
the Danish follow-up programmes are currently under revision (18), and general practice in the primary
healthcare sector is intended to play a greater role than today (19). This calls for increased collaboration
between sectors and better integration of oncological knowledge in general practice (20). A recent study by
Easley et al. reported that general practitioners (GPs) were challenged by communication problems and
lack of clearly defined roles for the various healthcare providers involved in the treatment of cancer
patients, whereas medical specialists expressed concerns about limited access to GP care for the patients
(21).

Only one paper published in the UK in 1996 has examined the consequences of transferring the primary
responsibility for follow-up of breast cancer from the hospital to general practice for patients in remission.
This study found no significant difference in the time to the diagnosis of cancer recurrence between
women who received routine care and women who received follow-up care provided by the GP (22). The
route to diagnosis of recurrence is not well described in the literature. However, a recent study indicated
that almost half of all patients with recurrent cancer are diagnosed outside the regular follow-up scheme
(23). To offer better follow-up programmes, we need more knowledge about the route to diagnosis of
recurrent cancer in Denmark. We specifically need to know whether the diagnosis is primarily based on
symptom presentation or whether cancer recurrence is detected through the standard follow-up
programmes. Additionally, we need to know how and when patients diagnosed with symptomatic cancer
recurrence seek medical help through their GP.

The proportion of patients experiencing symptoms before their recurrence diagnosis varies with cancer
type and disease stage. One study found that only 28% of patients with ovarian cancer recurrence had
symptoms at the time of diagnosis (24), whereas a report estimated that 41-91% of patients with cervical
cancer recurrence had experienced symptoms (25). Many cancer survivors have chronic late effects and
comorbidity (26). These patients may have difficulty differentiating between long-term side effects of
cancer treatment and possible signs of recurrence. Patients may also falsely “feel safe” because they attend
the regular controls. Furthermore, we know that post-traumatic stress symptoms are common among
cancer survivors (26). In combination with their previous experiences, this may also influence their help-
seeking behaviour when they experience symptoms (17,27). Also a recent study by Ellegaard et al. found
that breast cancer survivors experience substantial unmet needs years after end of treatment (5). The new
follow-up programmes will have increased focus on the individual patient, as the individual patient
according to recommendations should feel safe in the chosen follow-up (18).



The literature is also limited on GP reactions to the presentation of symptoms by cancer survivors. We have
no knowledge about what triggers the suspicion of recurrence among GPs, and it has not been established
whether the GPs generally feel qualified to be involved in cancer follow-up programmes. A Norwegian
study found that the GPs acknowledged the importance of providing follow-up care to cancer patients and
that the majority of GPs felt confident in own ability to provide such care (28). Meanwhile, GPs in other
studies have identified needs for improved guidelines, more collaboration and further education before
being willing to have responsibility for the follow-up care of adult cancer survivors (21,29). In a recent
national cancer patient survey, 15% of the cancer patients reports that their own GP lacks knowledge about
their cancer disease. Only 8% want the follow-up program to be performed by a GP while 85% want the
doctor in a hospital (30). Knowledge in this area may provide valuable insight into the diagnostic pathway
of cancer recurrence to ensure early diagnosis and better support for the patients and offer the best and
most efficient individual health care. The limited research in this field is a major barrier for establishing
evidence-based clinical guidelines and is also accompanied by limited awareness among health care
professionals as to the psychosocial and clinical needs of survivors (31).

Scientific method

Research setting

The Research Centre for Cancer Diagnosis in Primary Care (CaP) at Aarhus University conducts research
within the diagnostic pathway for cancer, specifically on primary cancer diagnosis (32-36). CaP started a
dedicated research series in 2015 focusing on the route to diagnosis of cancer recurrence. One of the aims
in an ongoing PhD project is to develop algorithms to identify recurrent cancers in Danish registries. The
algorithms are under validation with promising results and will provide a stepping stone for this project.

Design and population

This study will be carried out as a retrospective cohort study. Using the above-mentioned algorithm, we will
identify a population of patients with recurrent cancers diagnosed between 1 January 2018 and 31
December 2018 defined as the CaP recurrence cohort and their GPs. Lung, breast, colorectal, malignant
melanoma, bladder, ovary/endometrial, and head and neck cancer will be included. Combined analyses of
all seven cancer types are also planned. Data on retrospective exposures in this cohort will then be
collected.

Data sources
The project will include data from Danish national registries combined with questionnaire data.

Identification of recurrence cancer patients

An algorithm for colorectal cancer recurrence developed by Timothy Lash et al. has shown a sensitivity of
95% and a specificity of 97% (9). This algorithm is currently being validated in another Danish study.

The development and validation of an algorithm for bladder cancer has just been finalised. The
development and validation of an algorithm for breast cancer is currently ongoing. Algorithms for lung,
malignant melanoma, ovary/endometrial, and head and neck cancers are all planned to be completed in
2017. Permissions and co-operation agreements are in progress for all of these cancer types.



Danish national registries

The Danish National Patient Register and the Danish National Pathology Register will be used to identify
cancer recurrence based on the above mentioned PhD work. Statistics Denmark will provide
sociodemographic data on the patients.

CaP recurrence cohort

Two surveys are planned in this project to study the diagnostic process for cancer recurrence: The first
survey will be aimed at patients diagnosed with cancer recurrence, and the second will be aimed at their
GP. We plan to collect data for one year (2018) to ensure a sufficiently large population of patients with
cancer recurrence (N = 5000). After identification of patients with cancer recurrence through Danish
national registries, patients who are still alive will receive a questionnaire. All GPs of included patients will
also receive a questionnaire after consent from the patients. The data collection and the planned studies
will be developed on the basis of the experience and expertise gained from the previous studies conducted
by CaP in this field (32).

Power calculation

We expect to include 3,000 patients with newly diagnosed cancer recurrence during the data collection
period and data collection will proceed until this number is reached. The estimate is based on the
prevalence of recurrence of various cancer types available from previous studies. A sample of 3,000 will
give a satisfactory statistical precision for describing the outcomes in the descriptive analyses (aims 1-3, 5-
6). For the analysis of the association between psychological characteristics and their help-seeking
behaviour (aim 4), a power analysis was performed for two exposures — education and marital status. In a
study by Whitaker et al. it was reported who was most likely to seek help in the past 3 months when
experiencing a cancer alarm symptom. Assuming that the proportion of help-seeking is 0.556 among
university graduates and a=0.05, we will be able to detect a difference of 0.049 in the proportion of being
help-seeker between those with education below university and university graduates with power=0.78
(37).

Development of questionnaires

The development of questionnaires will take place in close collaboration with the research group and
experts within the field. Furthermore, cancer patients and GPs will be involved in the development of the
guestionnaire. The development will consist of the following three steps in accordance with
recommendations by Fayers et al. (38).

Step 1: Literature review

The initial step includes literature searches of relevant journals and bibliographic databases, to ensure that
all relevant issues are included and to identify areas within the field which needs further investigation. Any
existing instruments that addresses the same or related areas of quality of life assessment should be
identified and reviewed (38).

Step 2: Item formulation

Item formulation will be done by the study’s research group. The aim is to formulate items that reflect the
identified themes from the literature and are understood by lay people. Streiner & Norman’s guidelines will
be followed while formulating the items (39). This include elimination of any items which are ambiguous or
incomprehensible. Then reading level must be taken into account. The guidelines also states caution
towards the use of a ‘double-barrelled’ item, which asks two or more questions at the same time or jargon
terms.



Step 3: Patient and GP interviews to ascertain content and face validity
Patients: Key informant interviews will be held with a small number of people who are chosen because of
their unique knowledge (39). We select patients who have cancer for the second time, and who can
articulate their impression of the questionnaire. In interviews, the patients will review the suggested items
and make suggestions for further items/themes to investigate. The criterion often used in this type of
research is ‘sampling to redundancy’; that is, interviewing people until no new themes emerge (39).
GPs: Also key informant interviews will be held with GPs, who will be asked to comment on the items. It is
important that they are convinced of the quality of the items.
The patient questionnaire will contain questions on:

e Experienced symptoms (if any)

e Route to diagnosis of cancer recurrence (e.g. follow-up or symptom presentation to GP/hospital)

e Patient’s confidence in the GP’s handling of symptoms

e Patient’s evaluation of other professional’s medical advice (e.g. from oncologists)

e Length of time intervals (e.g. patient interval and GP interval)

e Fear of recurrence and fatalism

The GP questionnaire will contain questions on:

e GP’sinvolvement in the detection of cancer recurrence

e GP’sinterpretation of the patient’s symptoms

e  Whether the GP suspected cancer recurrence and the handling of such suspicion (including
diagnostic activities within the general practice setting)

e Length of the diagnostic time interval

e GP’s confidence in own ability to provide care for cancer patients in remission (e.g. symptom
recognition, evaluation of collaboration between the GPs and e.g. the Department of Oncology).

Validity and data security

All collected data will be stored via the CaP project database hosted by Statistics Denmark. Besides the
collected questionnaire data, it will be possible to link data to a range of Danish national registries, which
all have continuously updated and almost complete records. This will ensure data of high validity (9,40-42).

This project will draw on the experiences from former studies conducted by CaP researchers (32,34-36,43)
to ensure a feasible and high-quality project. Based on previous studies from CaP, we expect a response
rate of approximately 80-85% for the GP questionnaire (32). Selection bias cannot be entirely avoided as
some patients will be too ill to participate or will have died before the questionnaire is sent out.
Additionally, lower response rates have been observed among people with lower socioeconomic status,
which can also threaten the validity of the study. On the basis of previous projects, we expect to obtain a
response rate of approximately 50-60% among the patients (32).

Recall bias may challenge the validity of the findings. As patients are identified after the diagnosis of cancer
recurrence, they will be asked to retrospectively report their symptom experience and key dates. This
might affect the answers, specifically among patients who — in hindsight - did not act promptly on their
symptoms. This project will include Danish national high-quality registries to identify cancer recurrence
cases; this will ensure complete coverage.



Project group and time plan

This postdoctoral project will be conducted by Marie Germund Nielsen between 1 January 2018 and 1
January 2020. The first year is dedicated to develop and validate patient and GP questionnaires. The second
year is dedicated to data collection, initial data processing and data analysis. Associate professor Anette
Fischer Pedersen will provide support on expertise in psychological aspects of the study. The project group
further includes Professor Peter Vedsted (will provide support on various aspects of the study),
postdoctoral fellow Line Flytkjzer Virgilsen (expertise in epidemiology and questionnaire surveys),
postdoctoral fellow Henry Jensen (expertise in questionnaire survey and national registries), professor and
GP Frede Olesen (expertise in the healthcare system in general) and statistician Alina Zalounina Falborg
(expertise in statistical issues).

Ethical considerations

Although this project does not involve biomedical intervention, the project will be reported to the Regional
Committee on Health Research Ethics in the Central Denmark Region prior to initiation. This project has
been approved by the Danish Data Protection Agency (j.no. 2015-41-4217). Precise identification of
patients with cancer recurrence is crucial to avoid sending questionnaires to cancer survivors without
cancer recurrence. CaP will ensure such precise identification by validating register data (as part of the
formerly mentioned PhD project).

Budget

The project will be co-financed by resources from CaP, which forms part of the Research Unit for General
Practice, Aarhus University. CaP will co-finance salaries for the project administrator, the collaborators in
the project group, language revision of scientific papers, publication fees and costs of office premises. The
project will also be co-financed by a grant from the Danish Health Foundation, which will partly fund the
salary for postdoctoral fellow Marie Germund Nielsen.

We will apply to the Danish Cancer Society for the remaining part of the salary for Marie Germund Nielsen
as well as salary for a data manager and a statistician. Please see budget for further details.

Publications and dissemination

The results will be presented at national and international conferences and communicated to the press. At
least six peer-reviewed scientific papers will be published in international journals; four papers with Marie
Germund Nielsen as the first author and two papers with another project member as first author:

1) Routes to diagnosis of patients with cancer recurrence.

2) Symptom presentation in general practice among patients with cancer recurrence.

3) Time intervals from first symptom to diagnosis among patients with cancer recurrence.

4) GP suspicion of cancer recurrence in the aftercare for cancer survivors.

5) Diagnostics and follow-up of cancer survivors: the GP’s perspective.

6) Associations between psychosocial characteristics and help-seeking behaviour in patients with

cancer recurrence.
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