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Introduction
The studies described in this thesis deal with the palliative phase of cancer. As an 

introduction, this chapter begins with a short review of relevant items from the 

literature. First we describe the phases of the chronic disease process and then, in 

more detail, the palliative phase. Thereafter we describe palliative care, the care 

specifi cally given in this phase of a disease, singling out this health care in the 

Netherlands. Furthermore, we give the epidemiology of cancer in the Netherlands.

This introduction also provides background information and clarifi cation of the 

current situation in symptom monitoring, symptom prevalence, severity, quality of 

life and on end-of-life issues. Finally, we summarise the research questions and give 

an outline of this thesis.

Preamble to the palliative phase
Disease phases
Most chronic diseases are characterised by three phases, the curative, palliative 

and terminal phase. Physicians and patients strive for different aims in each phase 

and also hold different expectations of treatment and health of the patient. Ashby 

explained this already in 1991 which fi ts the studies in this thesis most appropriately. 

First, prolongation of life and life-time survival are the main aims of the curative 

phase. Comfort is a secondary issue. If a comfort measure confl icts with survival 

then the supremacy of survival remains dominant. In the palliative phase treatment 

is not primarily expected to prolong life. Therapy is directed at comfort, symptom 

relief and general wellbeing. The acceptability of treatment toxicity is consequently 

lower than in the curative phase. Transition to the next phase implies the inevita-

bility of death. In this terminal phase, any treatment unessential for comfort, or 

causing toxicity, is no longer acceptable and in most patients is withdrawn(1). 

Palliative phase
In this thesis the focus is on patients in the palliative phase. The palliative phase can 

be recognized not only in patients with cancer but also in other chronic illnesses, 

such as asthma, rheumatoid arthritis or heart failure or in frailty in the elderly. 

In the palliative phase the illness has become irresponsive to curative treatment. The 

course of this phase is characterised by a decline of physical health over a period 

ranging from a few days or months to sometimes even several years(2). The palliative 

phase is characterised as a burdensome period of disease. The patient’s daily routine 

is interrupted, generally more than one symptom makes itself felt, overall quality of 
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life is affected and patients may become impaired in their ability to care for them-

selves(2-4). Suffering can be either physical or psychological(2,5-7).

The palliative phase of cancer is characterised by a sharp functional decline in the 

last months of life and subsequent deterioration of health-related quality of life(3,8). 

The decline in overall quality of life is a result of the higher symptom burden, 

psychological as well as physical. This leads to an impaired ability to maintain 

self-care and daily living activities(2). Compared to those dying from other chronic 

illnesses, patients dying from cancer display a sharper decline in functioning in 

the last months of life. However, cancer patients experience better functional 

status earlier in the fi nal year compared to patients with other chronic diseases. 

Three months before death, patients with cancer are markedly more disabled 

compared to patients with more wasting diseases such as organ failure or frailty in 

the elderly(3). 

Palliative care in the Netherlands
Palliative care
In 2002 the World Health Organisation (WHO) defi ned palliative care as ‘an 

approach that improves the quality of life of patients and their families facing the 

problems associated with life-threatening illness, through the prevention and relief 

of suffering by means of early identifi cation and impeccable assessment and treat-

ment of pain and other problems, physical, psychosocial and spiritual’(9).

The EAPC Ethics Task Force adds to this WHO defi nition that palliative care 

‘intends neither to hasten nor postpone death, but is primarily aimed at relief of 

suffering and control of symptoms and to preserve the best possible quality of life 

until death’(10).

Another defi nition, from a Dutch thesis, emphasises the completeness of several 

aspects in this particular kind of care: ‘holistic care at the end of life implies the 

integration of the medical, psychological, social and spiritual realms’(11).

All three defi nitions stress the existence of other needs in palliative care com-

pared to those in the curative treatment phase. Care given in the palliative phase is 

centred more on overall quality of life and general wellbeing(1) of the patient and 

is no longer aimed at curation. This implies not only a transition of the disease to 

another phase, but also another focus to the treatment given in the new phase and 

the effect the care has on the disease status of the patient.
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Palliative care in the Netherlands
In the past 10 to 15 years, much attention has been paid to the development of 

palliative care in the Netherlands. Under the auspices of former Health Minister 

Els Borst-Eilers (1994-2002), the government launched a special campaign to boost 

development of extended, patient-individualised palliative care(12). The minister was 

aware of a rising demand for palliative care projected for the coming fi fty years. This 

rise can be explained by the population expansion caused by natural ageing as well 

as improved health technology, which results in better treatment of the diseased and 

subsequently higher life expectancy overall. Consequently, the Dutch population has 

a longer lifespan and thus more time to develop chronic diseases such as cancer, 

heart failure or diabetes. Therefore, much attention has been given to research pro-

grammes and medical education, and extra fi nancing has been allocated to special 

palliative care initiatives: ‘stimulating and giving rise to development and expansion 

of palliative care in academic medical centres and the integration of palliative ter-

minal care services’(12). This has delivered more insight into the needs of patients in 

the palliative phase of disease. Additional knowledge about the special care organi-

sation has been gained from research, publications in international literature and 

expanding medical guidelines: ‘encouraging research and innovative palliative care 

research projects by ZorgOnderzoek Nederland/ Health Science (ZonMW)’(13).

In the palliative phase health care shifts basically from hospital-based care to the 

home-care setting. It is estimated that 60% of all palliative cancer patients eventually 

die at home(14). Whereas the support, care and treatment of patients in the curative 

phase are primarily the responsibility of medical specialists in hospital, home care 

support in the palliative phase is the primary responsibility of the general practi-

tioner (GP). This is mainly the case in the Netherlands, whereas in other countries 

this kind of care often takes place in the second or third echelon, hospitals or 

specialised medical centres. In the past 10 years Dutch GPs have been encouraged 

to deepen their knowledge of palliative care, symptom diagnosis and treatment, 

alleviation of pain and other aspects of the palliative phase through the support of 

peer-to-peer refresher courses, palliative care consultation teams and additional 

training provided in nine Comprehensive Cancer Centres in the Netherlands. The 

studies described in this thesis involved patients in the palliative phase, and basically 

took place in the home-care setting. 

End-of-life treatment as part of palliative care in the Netherlands
In the Netherlands, end-of-life treatment has become an inextricable component 

of palliative care since the Termination of Life on Request and Assisted Suicide 
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(Review Procedures) Act became valid in 2002(15). The Netherlands is one of very few 

countries in the world where end-of-life practices such as euthanasia and physician- 

assisted suicide (PAS) are conducted. Although illegal, there is no judicial punish-

ment if performed by physicians under the very strict conditions described in the 

Termination of Life on Request and Assisted Suicide Act(16). This act defi nes the con-

ditions that must be met before an end-of-life decision may take place, including, in 

the extensive description of criteria for euthanasia, the conviction that the patient’s 

suffering is lasting and unbearable; that the patient’s request was voluntary and well 

considered; and that the physician has fully informed the patient about his or her 

prognosis. End-of-life treatments listed in the Act include the alleviation of symp-

toms with the possible consequence of shortening life, non-treatment decisions, 

physician-assisted suicide and euthanasia.

A recently published evaluation of the Termination of Life on Request and 

Assisted Suicide (Review Procedures) Act reported on the number of patients who 

underwent end-of-life decisions in the Netherlands(17). Independently of the cause of 

death, treatment was given to alleviate symptoms with hastening death as a possible 

side effect in 25% of all deaths registered in 2005. In that same year euthanasia was 

performed in 2,325 cases (1.7%: weighted percentage of all deaths in 2005) and 

physician-assisted suicide (PAS) in about a hundred patients (0.1%). Euthanasia and 

PAS were predominantly conducted by general practitioners and involved a great 

majority of patients with cancer (79%)(17). End-of-life decisions are a component of 

this thesis and as such are described in greater detail later on.

Epidemiology of cancer
Epidemiology: Incidence and prevalence of cancer in the Netherlands
Cancer has a high incidence and prevalence in the Netherlands. About 68,000 new 

cases of cancer are diagnosed each year. High incidence rates are found in breast 

cancer, lung cancer and gastrointestinal cancers. These three types of cancer 

account for almost half of all cancer cases per year. About 12,000 cases of breast 

cancer are newly diagnosed every year and about 9,000 new cases of lung cancer. 

The incidence of gastrointestinal cancers is also high, with about 10,000 new cases 

of colon cancer, 2,000 cases of stomach cancer and 1,350 cases of pancreas cancer 

reported each year(18). 

Since modern cancer treatment prolongs life, the prevalence of cancer is rising. 

Estimations for the year 2001 showed that in the Netherlands the prevalence of 

cancer was about 360,000 cases(18). Unfortunately, estimations of the number of 
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patients who died from cancer in the year 2000 are not consistent. The numbers 

diverge between 35,000 and more than 55,000 cases per year(14,18). Cancer comes in 

second in the mortality rankings, behind cardiovascular diseases that lead the Dutch 

mortality rankings(21). A slight rise in the incidence rate of cancer coupled with a 

decreasing death rate, observed throughout Europe from the year 2000 onwards as a 

result of more advanced and improved medical treatment, implies a further increase 

in prevalence of cancer cases in the next 10 to 15 years(14,18).

Symptoms and quality of life
Symptoms in the palliative phase of cancer
The suffering experienced by cancer patients is to a large degree determined by the 

presence and intensity of symptoms(23). Knowledge of symptom prevalence in rela-

tion to palliative treatment is important for clinical practice as it enables doctors and 

nurses to focus on the prevalent symptoms and may help them to anticipate future 

problems(24). Improving the condition of the patient by stabilisation or removal of 

symptoms is one of the best goals to achieve in the palliative phase.

Explicit data on symptom prevalence, severity and necessity of treatment in the 

palliative phase is, therefore, a prerequisite. In the past 10 years more knowledge 

about symptom prevalence has been gained through research. The most prevalent 

symptoms in the pallative phase of cancer as we know till now are: fatigue, pain, 

lack of energy, weakness, and appetite loss(23). Still more information is needed 

about prevalence and severity(5,23,25). A possible explanation for the lack of informa-

tion on symptom prevalence is that patients often underreport symptoms to doctors 

and thus some symptoms will escape the doctor’s knowledge(26-28). 

Symptom monitoring
Symptoms are a guidance to the onset, modifi cation or cessation of palliative treat-

ment in clinical practice. Most knowledge of the occurrence of symptoms in the 

palliative phase has been gained from studies of patients in hospitals or specifi c 

palliative health care settings such as hospices e.g. these articles(7,29,30). Assessments 

done in the past focused predominantly on pain(26,31) as the most apparent symptom 

in the palliative phase or just one other symptom (e.g. constipation)(29). In the past 

system assessment has taken place among patients with specifi c types of cancer, 

such as lung or breast cancer. Most assessment tools have been created for research 

purposes rather than for appropriate application in daily clinical practice(4). The 

studies included in this thesis deal with symptom monitoring in the palliative 
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phase of cancer among participants with the most prevalent tumour types in the 

Netherlands (breast, lung and gastrointestinal cancers), assessing other symptoms 

than pain alone and were performed in the home care setting.

Assessment of symptoms and quality of life
Assessments are generally the best tested and most used options for gaining insight 

into the symptoms and quality of life of a patient population and especially in the 

palliative stage of the disease(32).

Various assessments have been developed in the palliative care setting to evaluate 

symptoms. The following list, while by no means complete, includes validated and 

reliable questionnaires for symptom assessment currently available for research 

purposes and clinical use: the Edmonton Symptom Assessment Scale (ESAS)(33), 

a visual analogue scale (VAS) including mainly symptoms; McGill Quality of Life 

Questionnaire(34), a 16-item quality of life questionnaire; Support Team Assessment 

Schedule (STAS)(35), a 17-item patient and staff-completed questionnaire assessing 

physical, emotional, social and spiritual aspects; Palliative Outcome Scale (POS)(36), 

an outcome measure to assess physical, psychological, practical and existential 

aspects of quality of life; and the EORTC QLQ C30 questionnaire(37), a cancer-spe-

cifi c, self-rating tool for patients measuring quality of life. 

Despite the widespread availability of symptom assessment tools, we have developed 

a new tool, the Symptom Monitor, to assess symptoms in the palliative phase of 

 cancer. We did this because the available instruments did not comply with the spe-

cifi c purpose in our study. Our purpose was to assess symptom burden in the pallia-

tive phase by utilising regular symptom monitoring in patients. Our self-monitoring 

instrument, in the form of a diary, is also an easy-to-use tool for patient-doctor 

communication. 

When we started our study in 1999 few assessment tools were available or 

feasible for use on patients in the palliative phase of a disease. Most of the tools 

were then in early stages of development. Some were not yet freely available, while 

others were either in production or in the process of validation, such as the McGill 

Quality of Life Questionnaire or the Palliative Care Outcome Scale (POS). Other 

tools at that time were only meant to be used in an inpatient setting, such as in 

 hospitals (e.g. the Edmonton Symptom Assessment System (ESAS)). This was not 

in accordance with our purpose since our studies were intended to assess symp-

toms in the homecare setting where patients would have to assess themselves, 

without professional assistance.
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The method of scoring in some of the assessment tools available at the time was 

not feasible for the purpose of our study. A visual analogue scale (VAS), such as the 

one used in the ESAS, does not serve our purpose of a comprehensive assessment 

tool that can be used in daily communication between doctor and patient. This is 

because a VAS provides neither patient nor physician with a quick overview of all 

the presenting symptoms and their severity; making comparisons between weeks is 

also diffi cult.

Other symptom assessment tools were far too intensive, such as the Support 

Team Assessment Schedule (STAS) and the Schedule of Evaluation of Individual 

Quality of Life (Seiqol)(38) (17 and 46 items, respectively), to be used on the vulner-

able and most often very ill patients included in our study. The STAS also has a 

component that has to be fi lled in by physicians or another health care provider. 

We sought an assessment that could be fi lled in by the patient at home, alone.

Providing patients with a symptom-monitoring instrument, a diary, to monitor 

their symptoms has already been studied in a pain registration research pro-

gramme(26,39). In this programme the patient diary seems to be an appropriate 

method for assessing pain intensity and patients in the study were highly compliant 

in using the diary. We applied the same approach for symptom monitoring in our 

diary, expanding the options in our assessment tool to include the broad range of 

conceivable prevalent symptoms found in the palliative phase of cancer.

The EORTC QLQ C30 survey is the most commonly used cancer-specifi c 

questionnaire to assess quality of life in the curative phase of cancer, but for some 

years now it has also been used in the palliative phase of cancer. This quality-of-life 

questionnaire includes a total of 30 items and is composed of scales that evaluate 

physical, emotional, role, cognitive and social functioning, as well as global health 

status(37). We used this assessment tool in the studies described in this thesis to spe-

cifi cally assess quality of life among our patients as the secondary outcome measure.

The study
Study aims and research questions
The main goal of this thesis is to describe the symptom burden and quality of life of 

patients in the palliative phase of cancer. We tried to achieve this goal by developing 

an instrument that would allow us to assess and measure the prevalence and severity 

of physical symptoms: the Symptom Monitor. We performed a prospective study 

using the Symptom Monitor to assess and infl uence symptom burden and quality 
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of life as the secondary outcome measure. End-of-life decisions were studied as an 

additional topic. We formulated the following research questions.

Among cancer patients in the palliative phase:

1. Which symptoms are most prevalent, most severe and most troublesome?

2. What is the quality of life? What changes take place in the domains of 

quality of life over time?

3. What effect does using the Symptom Monitor have on symptom preva-

lence and symptom severity? And what is its effect on quality of life?

4. Are possible end-of-life issues discussed and how often are they carried 

out? How are symptom burden and quality of life related to end-of-life 

issues?

Study design
In this prospective intervention study, a randomised controlled trial, patients in 

the palliative phase of breast cancer, lung cancer and gastrointestinal cancers were 

randomly allocated to either the intervention or control group. At inclusion, the 

life expectancy of the patients was estimated to be less than 12 months. GPs as 

well as medical specialists recruited patients for this study. The Symptom Monitor, 

newly developed for this study, was used only by the intervention group to monitor 

symptom prevalence and severity and for guidance in communication with their 

physicians. Patients in the control group did not use this instrument. In both 

groups symptoms and quality of life was assessed at two-monthly intervals up until 

the patient left the study or the study period ended (31st December 2002). Primary 

outcome of the prospective study were symptom burden (prevalence, severity) and 

quality of life as secondary outcome.

Outline of this thesis
This fi rst chapter provided an introductory overview of problems found in the pal-

liative phase of cancer. We explained the purpose of the study and formulated the 

research questions.

In chapter 2 we describe the development of the Symptom Monitor as well as the 

testing conducted to establish its reliability and feasibility.

To gain maximum insight into the symptom burden of cancer patients in the 

palliative phase we added a new patient-subjective item, the ‘most troublesome’ 

symptom, to the more clinically imbedded items of prevalence and severity of 

symptoms. We also tested the added value of this item in the prospective study. 
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The resulting answer to the fi rst research question (the prevalence, severity and 

troublesomeness of symptoms) is described in chapter 3. 

The effectiveness of the Symptom Monitor as an intervention tool for patients in 

the palliative phase of cancer on the outcomes of symptom prevalence, severity and 

quality of life is described in chapters 4 and 5. These chapters provide the answers 

to our second and third research questions, respectively. Symptom prevalence, 

symptom severity are the primary outcomes measures in chapter 4 and quality of life 

the outcome in chapter 5.

In order to answer the fourth research question we registered whether end-of-

life issues had been discussed by patient and physician and whether end-of-life 

intervention had indeed been carried out. Symptom burden and quality of life were 

compared between patients who died naturally and those patients with whom a 

decision was made to hasten death by any end-of-life decision, longitudinally until 

death. The results are described in chapter 6. 

Chapter 7 sums up our main results and discusses them in the light of the current 

literature. The entire thesis is summarised in chapter 8 in both English and Dutch.
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