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ABSTRACT

Survival from cancer is becoming a reality for more people in the world each year.
Survival rate from colorectal cancer disease is approximately 80% one year after
diagnosis, but falls to 62% at 5 years from diagnosis. Quality of life research in colorectal
cancer to date has focused on investigating patients’ experience during the diagnostic or
treatment phase while the experiences of those who have survived this cancer have been
ignored.

Based on the concept of Health-Related Quality of Life (HRQOL) this study was focused
on understanding and assessing the impact of colorectal cancer disease and its treatment
on Greek patients’ HRQOL over time. Also, this study songht to identify multiple factors
(related either to patient or disease characteristics) that contributed to patients’” HRQOL
in both specific and general domains. Age, gender, stage at diagnosis, time elapse since
diagnosis, income, education, colostomy appliance, disease recurrence, depression and
communication between couples were examined for their effect on HRQOL over time.

145 Greek outpatients (male 87, female 58) completed the Functional Assessment of
Cancer Therapy-Colorectal (FACT-C) Quality of Life Instrument and the Mental
Component of the Short Form 36 Health Survey questionnaire measuring both generic
and disease-specific HRQOL, as well as the Center for Epidemiologic Studies Depression
Scale (CES-D) to detect depressive symptoms, and the Enriching & Nurturing
Relationship Issues, Communication & Happiness (ENRICH) scale to assess
communication between couples, at an interval of either one year or more than 5 years
since diagnosis. Statistical significance was set at (p<0.05) and data were analysed using
the Statistical Package for the Social Sciences (SPSS).

The findings suggest that patients who survived colorectal cancer experienced an overall
high quality of life independent of the stage of disease at diagnosis or time since
diagnosis. Among those factors that had a negative effect on patients overall HRQOL
over time depression was the most prevalent. Stoma patients experienced an overall
lower HRQOL than non-stoma patients. Most domains of HRQOL assessment such as
physical, emotional and role functioning of stoma patients were negatively affected, but
these did not reach statistical significance. Notably, stoma patients in this sample showed
significantly more dissatisfaction with body image than patients without a stoma - a
finding that was more prevalent in women. This may suggest that stoma formation
negatively affects sexnal function and body image. Finally, patients with lower incomes
and a recurrence or metastatic disease also experienced a poorer HRQOL.

It is recommended that a practice-based strategy is developed in Greece to assess the
HRQOL and psychosocial functioning of these patients as well as the recommendation
that in the preoperative stage, after surgery and in the rehabilitation phase for stoma
patients to be assessed and supported by a specialist Stoma Care nurse. Other suggestions
for future research are also proposed.

Xi



CHAPTER 1

INTRODUCTION

1.1 Background and Rationale of the Study

Colorectal cancer is a major health problem since it is the second leading
cause of cancer mortality in many -developed countries (Stewart, 2003).
Approximately 1 million new cases of colorectal cancer occur in the world
each year (Ferlay et al., 2001). In Greece, 1,670 new cases were officially
registered in 1990 (Greek Cancer Registry Central Health Council, 2000),
vyhjle in 2002 were estimated 3,769 new cases of cancer of colon and rectum
according to GLOBOCAN figures (GLOBOCAN, 2002). The year 2004 the
number of deaths by colorectal cancer was estimated to 2,126 people (WHO,
2004).

More men are affected by colorectal cancer than females (Fraser &
Adelstein, 1982) while it is a disease that mainly affects the older adult
population. So, more than half of patients are over 60 years old, with a peak
incidence in people aged 70-80 years old (Engstrom et al.,, 1999; Jones,
1999). |

The prognosis is influenced by a number of factors at the time of diagnosis
including age, the type, size and position of the tumour, the extent to which
the tumour has spread as well as the depth of penetration of the tumour

through the bowel wall (Skibber et al., 2001). Survival rates are significantly



improved when a diagnosis of early stage (Dukes A and B) is made (Table
2.2).

The most common therapeutic choice for colorectal cancer remains surgery.
1t may be used alone or in combination with radiotherapy and chemotherapy.
The location and the extent of the malignancy will determine the type of
surgical resection (Skibber et al., 2001). Left hemicolectomy, right
hemicolectomy and sigmoidectomy are types of surgery which are used in
the treatment of colon cancer. During these surgical procedures the piece of
bowel that contains the cancer is removed and the two open ends are
rejoined. The abdominoperineal excision is a treatment of choice for rectal
cancer when the tumour is situated in the lower part of the rectumn, resulting
in a permanent colostomy. The anterior resection is a therapeutic choice for
rectal cancer when the tumour is not very close to the anal sphincter,
resulting in the preservation of the sphincter function (Skibber et al., 2001;
Hoebler, 1997).

Adjuvant therapy, chemotherapy or radiotherapy, is commonly given after
surgery to climinate aay residnal cancer and to reduce the risk of the cancer
reoccurring. Also, they can be used with patients who may have a poor
prognosis (Giles & Venables, 1994), or with patients who have developed
secondary cancer in other parts of the body (Cancer BACUP, 2001). The
effectiveness of chemotherapy and radiation therapy depends on some
factors such as discase stage, methods of treatment, but before any

conclusion is made, further research is required.

The early detection of the disease, as well as the modern achievements in

medicine and technology that have contributed to the development of new



therapeutic interventions, prolongs patients’ survival changing colorectal
cancer from being regarded as a life threatening illness to a chronic disease,
for many patients. Across all disease stages, approximately 80% of patients
now survive the first year after diagnosis from colorectal cancer and

approximately 62% survive 5 years and beyond (Brenner, 2002).

Although much work has been undertaken investigating people’s experience
of cancer during the diagnostic or treatment phase, little work had been done
investigating people’s experience of cancer and quality of life after
treatment. The improvements in survival have required attention to explore
the needs of patients as they enter the post-treatment/survivorship phase of
their cancer journey (Zebrack, 2000; Given et al., 1997). It is becoming
increasingly recognized that the survivorship phase is often a difficult and
complex journey for many, with no guarantee that those surviving cancer
will return to a state of “normal” health similar to the one experienced before
their diagnosis of cancer or similar to healthy peers (Schag et al., 1994). This
has resulted in increasing attention on the challenges faced by patients as
they move into their post-treatment/survivorship phase with particular focus
on understanding and assessing the impact of cancer survival on quality of

life.

The term Quality of Life (QOL) correlated with a broad range of conditions
of life that result to a “good life”, “well-being”, “happiness”, or “life
satisfaction”. These conditions of life inclade social indicators (wealth,
safety), physical conditions, health satisfaction, or personal resources
(including mental health and life perspective) (Rapley, 2003; Cella et al.,
2002). The WHOQOL Group (1993, p. 1) defines QOL as “An individual’s



perception of their position in life in the context of the culture and value
systems in which they live and in relation to their goals, expectations values
and concerns”. Important QOL dimensions are: physical health,
psychological state, level of independence, social relationship, personal
beliefs and relationship to the environment (WHOQOL, 1993). Health
outcomes research narrows the field to those domains or components of
QOL that are important to patients and are experienced as a result of illness
and medical procedures. Patients give their subjective information about
perceived health and quality of life while a number of terms have been
adopted into the literature to describe the Health Related Quality of Life
(HRQOL) from patients’ perspective (Sullivan, 2003; Cella et al., 2002).
There is now consensus that the HRQOL should be an end point of concern
alongside more objective measures (e.g. 5 year survival) in new cancer trials
and interventton studies. Although there is not now an agreed definition of
HRQOL, a definition accepted by David Cella has guided the assessment of
this study and understanding of basic concepts. According to this definition
“Health-Related Quality of Life is a subjective and multidimensional
concept that refers to the extent to which one’s -usual or expected- physical,
emotional, social well-being are affected by a medical condition or its
treatment” (Cella, et al., 2002, p. 11). For the cancer survivor, assessment of
HRQOL should not only consider living with cancer symptoms (e.g. pain
and fatigue) and treatment side-effects, such as a living with a colostomy,
lymphoedema, amputation but also the broader aspects of the individual’s

psychological and social well-being.

Research suggests that although the physical functioning of cancer survivors

varies from site to site over time, the impairment of psychosocial



functioning of their quality of life and depression are common. A study by
Schag et al. (1994) concludes that patients who survived lung, colon and
prostate cancer all had psychological distress in the disease-free phase of
their illness. Other issues purported to affect cancer survivors include fears
of recurrence, metastases, and death, dependence on caregivers, survivor

guilt and negative effects on the family (Barsevick et al., 1997).

Especially for colorectal cancer, both surgical procedures, either low anterior
resection or abdominoperineal excision necessitate dissections that may
result in changing patients’ physical and sexual functioning; very often with
long-term impact. Particularly, anterior resection may damage the pelvic
nerves that are involved in sexual functioning. Furthermore, with this
technique, internal anal and sphincter control may be impaired (Skibber et
al., 2001; Sprangers et al., 1995). During abdominoperineal procedure in
men some nerve fibers are destroyed that are vital to the genital system,
causing sexual dysfunction and impotence (Grumann et al., 2001; Allal et
al., 2000; Hoebler, 1997; Sprangers et al., 1995). Sexual functioning is not
the only area that is affected by the illness and its treatment. A variety of
physical side-effects may still impair a patient’s life after the surgery phase
including diarrhoea, faecal leakage, frequencies of bowel movement, urinary
problems and disturbed sleep (Lewis et al., 1995; Sprangers et al., 1995;
Williams & Johnston, 1983). The degree to which these symptoms are
experienced in stoma and non-stoma patients varies. On the other hand, the
colostomy appliance is a consequence of surgery that is expected to cause
considerable problems such as physical and social limitations, as well as

psychological distress in patients’ lives over time (Camilleri-Brennan &



Steele, 1998; Sprangers et al., 1995; McDonald and Anderson, 1984;
Williams and Johnston, 1983).

It is also well regarded that treatment should not be the only factor to shape
people’s perception of their HRQOL and cancer experience during the posi-
treatment/ survivorship phase. Delvin et al. (1971) many years ago showed
that people from a lower social class, with lower income, and poorer
education experienced poorer quality of life. Ramsey et al. (2000) concluded
that low income status is associated with worse outcomes for some aspects
of HRQOL. Also, tumour factors such as location of tumour and st'age of

disease may interact with treatment determining HRQOL over time.

Furthermore Health-Related Quality of Life is seen as a dynamic concept
which can chénge over time as people change perceptions about their health
outcome, or change their expectations in terms of specific life circomstances
(often referred to as response shift bias) (Carr, 2001; Sprangers, 1999;
Calman, 1984). Therefore, an important area of consideration is how
HRQOL changes during the posi-treatment /survivorship phase. Deficits in
peoples’ HRQOL are experienced in emotional, physical, social functioning,
and fatigue after six months and 1 year survival when compared with
healthy populations (Arndt et al., 2004; Kopp et al., 2004). Regarding long-
term survivors, findings are very limited, and little if any work has examined
the HRQOL of cancer survivors from Greece.

Two recent studies (Raunch et al., 2004; Moscont et al., 2002) have compared
the long-term HRQOL of colorectal cancer survivors with those of the
general population. These studies show that colorectal survivors reported a
satisfied HRQOL, very often comparable with those of the general

population in most QOL domains.



Knowledge of the experience of cancer over time is useful to clinicians to
prevent possible late effects of the disease during follow-up evaluations, or

to policy makers to plan specific health programs.

Having identified the need for further research in relation to the colorectal
cancer experience and its impact on quality of life of patients, years after the
treatment and rehabi]itation stage, the literature in this area was reviewed.
Key areas were considered relevant to explore. Firstly, to identify the current
evidence relating to the quality of life of patients who had survived
colorectal cancer and the factors that contribute to the current quality of life
status; secondly, to explore the evidence relating to the comparison of
quality of life of these people with those of the general population.

Such a review reveals that most studies on colorectal cancer at present have
used HRQOL as an outcome of clinical trials but not as a primary end point
of concern while studies that have evaluated long-term effect of colorectal
cancer disease on HRQOL are very limited. Also, very few measure global
HRQOL using validated disease-specific instruments. There appears to be
no study that measures quality of life with a disease-specific measure such
as FACT-C (Appendix 9) that comes from USA developers, in European

population.

1.2 Greek Patients with Colorectal Cancer

In Greece, there is a mixed system of public-private funding and provision

of health care services. Its development is based, to a large extent, on social



insurance. The Greek health care system constitutes three subsystems, which
operate almost independently: (a) the National Health System, which
comprises public hospitals, health centres, and the National Centre of
Emergency Assistance, (b) the Social Security Institution and other Social
insurance Funds, and (c) the private sector, with numerous diagnostic
centres, private clinics, and laboratories. Colorectal cancer patients are
treated in both public and private hospitals. Socio-economic status is the
main factor that distinguishes cancer patients who seek medical care in the
private hospitals in which they have to pay from those who are hospitalized

in the public free hospitals.

Regarding the care and information disclosure for cancer patients in Greece,
withho]ding the truth from a cancer patient appears common. Only 25% of
physicians admit that they reveal the diagnosis or prognosis to the patient
with cancer (Mystakidou, et al., 1999). A recent study (Mystakidou et al.,
2002) found that only a small percentage (23%) of relatives of cancer
patients believe that the diagnosis and prognosis should be revealed to the
patients, while the majority (54%) of relatives believes that only
“sometimes” they would agree for the patient to be informed. However, they
are also of the opinion that patienis shonld be given information on possible
treatment choices (71%), and the complications or side effects of treatment
(53%). 1t seems that caregivers take all the responsibilities, or even decide
on the patients’ behalf, and the person remains in ignorance. Although in
most European countries, doctors tend to reveal the truth directly to patients,
without the family’s consent, this is not yet common practice in Greece;
possibly as a result of strong family bonds. Strong family relations in Greek

society, which are still traditional and collectivist, help parents with health



problems restore their morale by getting support from their adult children,
and feeling useful to them. Thus, in the face of adversity, family members
maintain their subjective quality of life through supportive family
relationships, and may experience higher levels of life satisfaction (Efklides,
Kalaitzidou, & Chakin, 2003).

Regarding the psychosocial factors that may contribute to the adjustment of
Greek cancer patients to their disease, Spanea, Anagnostopoulos, Kalantzi-
Azizi, and Skarlos (2005) have found that no medical ( e.g disease stage at
diagnosis, type of surgery), demographic (e.g., age, education), or
psychological (e.g., coping strategies) variables were associated with
psychosocial adjustment (mental health functioning). The exception was
anxious preoccupation (characterized by constant preoccupation with cancer
and feelings of devastation, anxiety, tears and apprehension) which

negatively influenced psychological well-being and adjustment.
1.3 Objectives

The present study provides an insight into a specific cultural group of
colorectal cancer survivors that have not been investigated before.

It attempts to evalnate specific dimensions of HRQOL and overall HRQOL
of Greek Colorectal cancer survivors after the treatment phase of their
cancer journey to mid/long term survival. It also identifies those factors
(clinical, demographic) contributing to the current state of the HRQOL at

one year after diagnosis and beyond.



1.4 Basic Research Questions

The present study was designed to answer the following questions:

1. How do Greek colorectal cancer patients perceive their HRQOL during
the post-treatment /survivorship phase?

2. What factors (clinical, demographic) influence colorectal cancer patients’
HRQOL?

3. How do HRQOL measures change for patients with colorectal cancer of

different stages at diagnosis, and at different times since diagnosis?

1.5 Overview of the Study

Chapter 1 includes an introduction to the study that consists of general
information about the problem of colorectal cancer. The problem of those
people who have survived cancer of colon and rectum, the rationale, and the
significance of the study, the cancer experience within the Greek context, and
the study’s objectives are also provided.

Chapter 2 describes the problem of colorectal cancer emphasizing the
epidemiology, etiology, symptoms and curative procedures.

In Chapter 3 the relevant literature review examines the need and demand for
consideration of HRQOL in colorectal cancer survivors as well as the effect
that the disease and treatment have on patients’ quality of life years after
diagnosis. It specifically describes differences that were observed over time
in quality of life between stoma and non-stoma patients.

In chapter 4 the literature review describes the conceptual basis of QOL and

how it has been constructed and debated into the literature. Also, it examines
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the need and demand for HRQOL assessment in the context of the cancer
experience as well as the current methods of HRQOL assessment in cancer
patients.

Chapter 5 consists of the methodology of the research and presents the
procedures and design used in this study. 1t focuses on investigating Greek
patients’ cancer experience through a subjective assessment of their HRQOL.
It presents the main objectives, research questions and the hypotheses of the
study. Also included are a description and selection of the populations and the
sample, description and validation of the criteria instruments and description
of data collection. The techniques for data analysis are also included.

The findings of the study are presented in chapter 6.

The discussion of the findings, implications, and recommendations for further
related research are presented in chapter 7.

Chapter 8 includes the conclusions, and the final section contains the selected

bibliography and appendices.
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CHAPTER 2
COLORECTAL CANCER

2.1 Introduction

This chapter gives an introduction to colorectal cancer. Consideration of the
epidemiology, sympicmatology, diagnostic techniques, staging and therapy
of the disease are presented. An overview is also given of current screening

perspectives for early detection of risk factors for individuals.

2.2 Epidemiology of Colorectal Cancer

Colorectal cancer, also known as large bowel cancer, refers to cancer of the

colon and rectum.

The epidemiology of colorectal cancer has generated more interest recently,
because this disease may provide a particularly good model for the study of
interactions of genes and environment in the aetiology of cancer (Skibber et

al., 2001).

Colorectal cancer is the third most commonly diagnosed malignancy in the
U.S for both women and men after breast and lung cancer and prostate and
lung cancer respectively (Jemal et al., 2003). In 2003, more than 130,000
new cases of colorectal cancer were diagnosed in the U.S. (Jemal et al.,

2003).

12



Almost one million new cases occur in the world each year (Ferlay et al.,
2001).

In 2004 in Europe the most common form of cancer was lung cancer (13.3%
of all incident cases), followed by colorectal cancer with 376,400 incident
cases (13.2%) and 203,700 (11.9%) was the number of colorectal cancer
deaths in Europe the same year (Boyle & Ferlay, 2005).

In the United Kingdom it is reported to be the second most common cause of
cancer disease after lung cancer with 30,000 people diagnosed each year
from which approximately 18,000 will die (Scottish Cancer Therapy
Network, 2000).

In Greece colorectal cancer is the fourth most commonly diagnosed
malignancy for men after lung, prostate, and bladder cancer and the fourth
cause of death after lung, prostate and liver cancer (GLOBOCAN, 2002).
For women colorectal cancer is the second most commonly diagnosed
malignancy after breast cancer and the second cause of death after breast
cancer {GLOBOCAN, 2002). While in 1990 1,670 new cases were
registered in Greece {Greek Cancer Registry Central Health Council, 2000),
according to GLOBOCAN figures for Greece in the year 2002, 3,769 new
cases of cancer of colon and rectum were registered, and in the same year
the number of deaths by colorectal cancer was 2,031 (GLOBOCAN, 2002).
A Similar number of deaths -2,126 deaths-from colorectal cancer was

reported for Greece in the year 2004 by WHO data (WHO, 2004).

The incidence of colorectal cancer is higher in North America, Western
Europe, Australia and New Zealand, whereas the age—standardized

incidence rate of colorectal carcinoma is very low in India and Africa. Sharp

13



increases in incidence have been seen in Eastern Europe and Japan and the
incidence rates vary tenfold between developed and developing countries
(Skibber et al., 2001).

The dramatic rise in incidence in some countries points to environmental
rather than genetic factors (Skibber et al, 2001; Wilmink, 1997).
Immigration from a low-incidence to a high incidence environment will

increase a person’s risk (Skibber et al., 2001).

Advances in treatment increase the number of colorectal survivors over time.
Across all disease stages, approximately 80% of patients now survive
beyond the first years after diagnosis (Brenner, 2002). A 5-year survival rate
of 61% is reported by the U.S. (Skibber et al., 2001). In Greece 10,253
people survived 5-years after the time of diagnosis according the
GLOBOCAN ﬁg_urcs for the year 2002 (GLOBOCAN, 2002). The survival
rate is around 41% to 42% in European and Indian registries {Skibber et al.,
2001). Lower survival rate of 32% and 38% are reported in China and
developing countries respectively (Skibber et al., 2001).The lowest
estimated survival rate of 30% is in Eastern Europe (Skibber et al., 2001).
Survival rates are significantly improved when a diagnosis of early stage

(Dukes A and B) is made.

Male incidence adjusted for age and ethnicity, appears greater than female
rates {Skibber et al., 2001). Age- specific registration rates of colon and
rectal cancer show a 6.7 % increase for males and a 0.7 % increase for
females in the Birmingham Cancer Registry per five year period during the

period 1970 to 1987 in England (Wilmink, 1997). In Greece 1,937 men and
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1,832 women diagnosed during the year 2002 with colorectal cancer
(GLOBOCAN, 2002).

It is suggested that women tend to be younger than men at diagnosis with
mean ages of 55.1 years and 58.6 years respectively (Dukes, 1940). Also,
women have been found to have a better prognosis than men depending on
whether they have had children; nulliparous women having the same
prognosis as men (Koch, McPherson & Egedahl, 1982).

Colorectal cancer is a disease of elderly people. Less than 5% of colorectal
cancer patients are under the age of 40, while more than half are over 60;

with a peak incidence in people aged 70-80 years old (Jones, 1999).

2.3 Aetiology and Risk Factors of the Disease.

Colorectal cancer has long been recognized to have a familial component.
Two features of colorectal cancer have been fundamental in the recent
progress in understanding its genetics basis. First, the majority of colorectal
cancer arises from premalignant adenomatous polyps and has a monoclonal
composition. Second, there are two well-defined inherited syndromes that
predispose to colorectal cancer although the number of hereditary colon
cancer syndromes has been expanding rapidly. These are the classic familial
adenomatosis polyposis (FAP) syndrome and hereditary nonpolyposis
colorectal cancer (HNPCC) syndrome (Won-Seok Jo & Chung, 2004).

The FAP is characterized by the development of multiple colonic adenomas
and is caused by mutations in the tumor suppressor gene (APC gene) on
chromosome 5. Although it is responsible for only 1% of colorectal cancers
it has 100% lifetime risk for developing colorectal cancer before the age of

40 years (Won-Seok Jo & Chung, 2005). The HNPCC may account for as

15



much as 6 % of the patients with colorectal cancer whilst the individuals
who have nonpolyposis syndrome are considered to be at 80% risk for
developing colon cancer by ége of 50 (Bell, 2005; Bromer &Weinberg,
2005; Won-Seok Jo & Chung, 2005;).

Epidemiological factors have provided initial evidence about the specific
factors that initiate the process of carcinogenesis in the large bowel mucosa.
Amstrong and Doll (1975) first described the high correlations of incidences
and mortality rate of colorectal cancer with the consumption of meat, animal
protein and fat. Diets high in fat increase the production and change the
compositions of bile salts. These altered bile salts are converted into
potential carcinogens by intestinal flora (Hoebler, 1997). Among the risk
factors studied are also the intake of red meats cooked at high temperatures
due to neterocyclic amines that are then present. On the other hand dietary
fiber has been found to protect against colorectal cancer (Skibber et al.,
2001).

Patients with chronic ulcerative colitis have an increased risk of colorectal
cancer (Bernhard & Hunry, 1998; Wilmink, 1997). Two independent risk
factors for cancer among these patients have been well documented: younger
age at diagnosis and extent of disease at diagnosis. The increased risk of
patients with Crohn’s disease (CD) is considered less certain (Wilmink,
1997).

Identification of colorectal cancer-related syndromes, as well as

identification of all the other colorectal cancer-related factors, is very
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important for a new approach to cancer risk assessment and cancer screening

for affected individuals and their families, or for the general population.

Table 2.1 demonstrates risk categories for colorectal cancer disease and

screening recommendations.

Table 2.I: Current Recommendations for CRC Screening for High-Risk,
Intermediate-Risk and Average (Low)-Risk Individuals

Risk Categories

Screening Recommendations

High-Risk Category
- Patients with Familial Adenomatous Syndrome (FAP)

- Patients with Hereditary Nonpolyposis Syndrome
(HNPCC)

-MYH Polyposis Syndrom

- If genetic test is positive: annnal Flexible Sigmoidoscopy
(FS) beginning at age 10-12 years; if no polyps, annual FS
to age 40, then 3-5 years thereafter; for patients with
attenuated FAP (AFAP) (characterized by germline APC
mutation, but fewer polyps) annual colonoscopy initiated by
the age 25 years.

If genetic test is negative: FS in ali potentially affected
relatives like Intermediate Risk Category for family history
of colorectal cancer or Adenomatuns Polyps.

- Colonoscopy every 1-2 years beginning at age 25, or 10
years before the earliest case within the family, whichever
comes first, annnal screening after age 40.

- No official guidelines; like recommendations for
screening in attenuated FAP.

Intermediate-Risk Category
- Peutz-Jegher’s Syndrome (PJS)

- Juvenile Polyposis Syndrome ( JPS)
- Hyperplastic Polyposis Syndrome (HPS)

- Patients with personal History of Adenomatouns

Polyps

- Colonoscopy every 3 years starting at age 18 years.

- Colonoscopy every 1 to 2 years starting at age 15 to 18

years.

- Colonoscopy 1 year after diagnosis and then every 2 to 3

years.

- Colonoscopy every 3 to 5 years.
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- Patients with personal History of Colorectal Cancer

- Personal history of Inflammatory Bowel Disease
- Uncerative Pancolitis > 8§ ycars

- Crobn’s Pancolitis >8 years

-Left-sided ulcerative colitis >15 years

-Personal history of Colonic Adenomas

- Family history of Colorectal Cancer or Adenomatous
Polyps: first-degree relatives with sporadic CRC or
adenomas prior to age 60 or multiple first-degree
relarives with CRC or adenomas),

-Second or third-degree relatives with sporadic CRC or

Adenomatous Polyps.

- Colonoscopy 12 months follow resection; subsequently

every 3 years.

-Colonoscopy with 4 quadrant biopsies every 10 cm to rule

out dysplasis every 1 to 2 years.

- Colonoscopy beginning at age 40, or 10 years younger
than the age at diagnosis of the youngest affected relative.
The interval between normal colonoscopies should be 5
years in this setting.

-Recommendations like average-risk category for genecral

population

Average-Risk Category or Low Risk Category

- Bloom’s Syndrome

- I1307K APC Polymorphism

-“Breast-colon cancer” syndrome (BRCAI)

- General population at age 50 without: previous
history of colorectal cancer or adenoma, one or maore

first-degree relatives

- Colonoscopy starting in the early third decade of life.

- Genetic test has little impact upon clinical management.

- Screening is not recommented.

Colonoscopy is considered the “gold standard”. Tt is
every Other
techniques include: Fecal Occult Blood Testing (FOBT),

recommended 10 years. recommended
Flexible Sigmoidoscopy (FS), Deuble-Contrast Barium

Enema (DCBE), Stool-Based DNA Testing.

Won-Seok Jo & Chung, 2004; Bromer & Weinberg, 2004
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2.4 Symptoms of Colorectal Cancer

The symptoms of colorectal cancer depend on the stage of the disease and
the area of the colon that is involved. The problem with colorectal cancer is
that it may present with no symptoms at all in early stages, or its symptoms
are also found in other conditions such as ulcers, gallstones, haemorrhoids or
reactions to certain foods - conditions far less serious than colorectal cancer.
The majority of patients present either with abdominal symptoms such as
abdominal discomfort, a persistent (6 weeks) change in bowel habits,
particularly looser stools or increased frequency, or symptoms of anaemia
such as weakness and fatigue, rectal bleeding (especially if it is not
associated with anal symptoms such as itching, pain or soreness) or mucus
discharge per rectum. Persons whose cancer involves the rectum may
experience a feeling of rectal fullness, painful spasms, change in bowel
movements, and change in the diameter of stools. Pain, diarrhoea or
vomiting may be other symptoms of colorectal cancer (Thompson & Wells,

2006; Bell, 2005; Skibber et al.,, 2001; Hoebler, 1997).
2.5 Diagnosis of Colorectal Cancer

Early diagnosis is essential in maximizing the chance of survival (Bernhard
& Hunry, 1998). Unfortunately, the diagnosis of colorectal cancer is often
delayed due to the wide range of gastrointestinal problems common to the
general population (Holliday & Hardcastle, 1979) as most syniptoms are
| concerned with elderly populations (Curless, et al.,’ 1994). The main

diagnostic and screening method for colorectal carcinoma is colonoscopy.
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Colonoscopy has the advantage of visual examination of the entire colon
with the option of biopsies to be taken or polyps to be removed at the time of
the procedure. This examination may be suggested after positive results
obtained by other diagnostic tests (Bell, 2005; Bromer & Weinberg, 2005).
Fecal Occult Blood Testing is usually used for detecting hidden blood in the
stool. It has advantage that it is inexpensive and easy to accomplish but is
not sensitive ehough for detecting polyps and colorectal cancers since at
many times both produce false positive and false negative results (Bromer &
Weinberg, 2005; Hoebler, 1997).

Flexible Sigmoidoscopy is also a visual examination of the rectum and lower
third of the colon. The double-contrast barium enema is also a valuable
diagnostic procedure of colorectal cancer and has a rate greater than 90%
accuracy for detecting colon cancer and polyps 6 to 10 mm (Bromer &
Weinberg, 2004).

More recently, genetic tests that detect DNA alterations are used in the
screening of the high-risk groups (Bromer & Weinberg, 2005; Won-Seok Jo
& Chung, 2005).

2.6 Staging Classifications and Prognostic Features

The need for a staging system which would determine the treatment choice,
allow comparisons among different surgical treatments, and determine
prognosis, led to the first classification system which was introduced by
Dukes in the 1930s (Table 3.2). Dukes’ staging system has been modified
many times over the years in order to include additional prognostic factors
beyond the depth of tumor invasion and extent of lymph node metastases

(Skibber et al., 2001; Hoebler, 1997).The American Joint Committee on
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Cancer (AJCC) has developed the Tumour, Node, Metastasis (TNM) staging
system for colorectal cancer that is compatible with Dukes system but it
adds greater precision in identification of prognostic subgroups (Table 3.3).
The TNM system describes the degree the tumour - usually started as a
polyp and change i.n situ carcinoma — extent of invasion into gastrointestinal
mucosa, the number and site of regional lymph nodes involved, as well as
the spread of the cancer to other areas of the body. The TNM system also
classifies a tumour based on histological grade, including four levels from
well-differentiated to undifferentiated.

As with most cancers, the stage of colorectal cancer at the time of diagnosis
or at the time that treatment started is the most reliable prognostic factor.
Furthermore, other independent prognostic factors for survival have been
identified such as age, gender, carcinoembryonic antigen (CEA) level,

vascular invasion, DNA content, tumour grade, (Skibber et al., 2001).

Table 2.2: Dukes’ classification and corresponding five-year survival

rate

Dukes’ | Pathological description Five- year

Stage survival rate

A Cancer confined to mucosa and submucosa >90%

Bl Cancer extends into the muscularis 85%

B2 | Cancer extends into or through the serosa 70%-85%

C Cancer involves the regional lymph nodes 30%-60%

D Cancer has metastasized to distant organs or|5%
structures

Source: Mayer RJ :Tumours of the large and small intestine. In Isseibacher KJ, Braunwald E, Wilson JD, et
al (Eds): Harrison's Principles of Internal Medicine (ed 13). New York, McGraw-Hill,1994,p 1428
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Table 2.3: Colorectal cancer stage classification and grouping. American Joinl Committee

on Cancer (AJCC), (1997).

Pathologic description

AICC (1997)

Astler-Coller Modification

Duke’s Stage

Carcinoma in situ (Tis)

NO: No regional lymph node
metastasis.

MO: No distant metastasis

Stage 0:Tis, NO, MO

Stage O

Tumour invades submucosa (T1)

Stage 1.T1, NOMO

Stage [-A

Tumour invades muscularis

propria (T2)

Stage I'T2, NO, MO

Stagel-B1

Turmour invades muscularis

propria  into  subserosa  or
nonperitonealized

tissues (T3)

perirectal

Stagell: T3, NO, MO

Stage 11-B2

Tuemour directly invades other
organs or structures or perforates

visceral peritonenm {or both) (T4)

Stagell: T4, NO,MO

Stage II-B3

Any degree of bowel wall invasion
with regional node metastasis,
without dislaﬁt metastasis (Aay T}
NI: Metastasis in 1 to 3 pericolic
or perirectal lymph nodes

N2: Metastasis in 4 or more
pericolic or perirectal lymph nodes
N3: Metastasis in any lymph
nodes along the course of a named

vascular trunk

Stage 1II: Any T, N1-3,MO

Stage TII-C1,C2

Any degree of bowel invasion
with or without nodal metastasis
but with any distant metastasis
MI: Distant metastasis

Stage 1V: any T, any N, any M1

Stage IV-D
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2.7 Curative Procedures for Colorectal Cancer

Surgical intervention is the first line treatment of cancer of the colon and
rectum. The location and the extient of the malignancy will determine the
type of surgical resection (Skibber et al., 2001; Zaheer et al., 1998; Steele &
Osteen, 1986). 1t can be used alone or in combination with radiotherapy and

chemotherapy (CancerBACUP, 2001).

The usual surgical intervention of tumour in the cecnm and ascending colon
is the high hemicolectomy, whereas carcinoma of the descending and
sigmoid colon is surgically resected by left hemicolectomy. A transverse
colectomy is the procedure of choice when the lesion involves the middle

and left transverse colon (CancerBUCUP, 2001; Hoebler, 1997).

The surgical intervention for rectal carcinoma has changed during the last
decade. For proximal and midrectal adenocarcinomas, a low anterior
resection has become the technique of choice as sphincter function 1s
preserved (Skibber et al., 2001; Hoebler, 1997; Sprangers et al., 1995).
Tumours situated in the lower part of the rectum (i.e., 0-5cm from the anal
verge) usually require abdominoperineal resection resulting in a permanent
colostomy. In the past few years advances in surgical techniques have
resulted in the decrease of the number of patients requiring a permanent
colostomy (Sprangers et al., 1995; Heald, 1980). Often a colostomy is
temporary and usually a second operation carried out for rejoining the two

open ends (O’ Leary et al., 2001).
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Lately, prophylactic surgery has been suggested for those patients with
confirmed family adenomatous polyposis. Several surgical options are
suggested such as proctocolectomy with an ileostomy, proctocolectomy with
an ileoanal pouch reconstruction or coleciomy without removing the rectum

and an ileorectal anastomosis (Thompson & Wells, 2006).

The surgical treatment for colorectal cancer is used either with curative or
palliative intervention. Palliative surgery involves different techniques such
as surgical bypass, loop colostomy or loop ileostomy, and stent placement

(Thompson & Wells, 2006).

Adjuvant therapy, such as chemotherapy is offered to colon cancer patients
for eliminating the probability of disease relapse, palliative symptoms and
cancer-related death. Although a series of large randomized studies have
shown that adjuvant chemotherapy reduces recurrence and improves
survival in patients with stage III disease, much debate exists of patients’
benefit in stage I disease. Since the results remain controversial in stage Il
patients with high-risk characteristics, adjuvant therapy can reasonably be
offered (Chau & Cunningham, 2002). Concerning advanced (metastatic)
colorectal cancer the sitnation has changed dramatically over the years. New
drugs such as cytoxic agents (irinotecan, oxaliplatin, oral fluoropyrimidines)
have contributed to improved outcomes for patients with metastatic
colorectal cancer, while agents acting on novel targets or molecular markers
might play a role in the treatment of advanced colon cancer (Cutsem &
Verslype, 2002).

Combined modality therapy (chemotherapy plus concurrent pelvic radiation)

is the standard postoperative adjuvant therapy for rectal cancer patients with
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T3 and or N1 to N2 stage disease (National Institute of Health Consensus
Conference, 1990). Such a combination decreases local recurrence and
improves overall survival .(Wolrnark et al., 1990). Also, in other therapeutic
settings adjuvant combined modality therapy used preoperatively in T3

rectal cancer increase the chance of sphincter preservation (Minsky, 2002).
2.8 Summary and Conclusions

Colorectal cancer remains one of the most commonly diagnosed
malignancies in US as in Europe with about one million new cases in the
world each year. In Greece, colorectal cancer with 3,769 incident cases and
2,031 deaths in 2002 remains an important public health problem.

Factors that contribute to the pathogenesis of the disease are many. Age,
genetics, diet, environment, inﬂammatory bowel conditions are known risk

factors for colorectal cancer.

Current screening méchanisms for detecting high, intermediate and low risk
people for colorectal cancer, as well as modern surgical interventions, have
contributed significantly to improved long-term survival and enhanced
quality of life. Improvements in survival have required attention to explore
the experience as well as the needs of patients afier they have finished
treatment for their disease. Surgical techniques, in particular, remain the
main therapeutic choice for colorectal cancer, and have contributed to
changes in patients’ physical and sexnal functioning; very often with long-

term impact on their overall quality of life.
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In chapter 3 the relevant literature is reviewed for an in depth understanding
of the long-term impact of the disease and its treatment on patients who
survive colorectal cancer. It explains why it is important to explore the

perceived quality of life of Greek colorectal cancer patients.
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CHAPTER 3

HEALTH-RELATED QUALITY OF LIFE IN LONG-TERM
COLORECTAL CANCER SURVIVORS: LITERATURE
REVIEW

3.1 Introduction

Critical examination of the literature is a crucial point in starting to set the
objectives of this study. Understanding the HRQOL of colorectal cancer
survivors is important for the nnderstanding of the full impact of the disease
on patients and their families. Despite the prevalence of colorectal cancer in
the western world, the knowledge about the patients’ HRQOL over time and
the late-effects of colorectal cancer treatment is very limited. Most studies
until now have focused on examining the HRQOL in colorectal cancer -
patients within one year post-surgery. The data available on the quality of
l.ife of this population beyond one year post-surgery is less obvious (Ramsey
et al., 2000; Sahay et al., 2000).

Three key objectives will be considered by this review: First, it will identify
the major predictors associated with HRQOL of colorectal cancer patients
over time. Second, it will describe the main dimensions of HRQOL as they
are experienced by survivors. Third, it will examine how the survivors

perceive their overall HRQOL in comparison with a healthy population.
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3.2 Methods

The literature search was carried out using the following electronic
databases: Cumulative Index to Nursing and Allied Health Literature
(CINAHL), PubMED, Applied Social Sciences Index and Abstracts
(ASSIA), The Cochrane Database of Systematic Reviews (CDSR), and
PsycINFO. Key words combined on these database searches were: quality of
life, Health-Related Quality of life, colorectal cancer, survivors, long-term or
post-treatment, qualitative research, focus group, interviews. These terms
were applied to searches in both headings and in the abstract text. The search
was kept both as consistent and as wide as possible together with manual
searching in order to ensure a maximum number of relevant articles. Each

search was set over the time period, 1990-2007.

3.3 Research Purposes of Evaluation of Quality of Life in

Colorectal Cancer Patients

Evaluation of the HRQOL. in colorectal oncology has been achieved by a
range of research approaches.

Firstly, HRQOL studies have described the nature and the extent of disease
problems with physical and psychosocial symptoms (Sprangers, 1999) and
others have compared the cancer-related symptoms and treatment-related
symptoms (Sprangers, 1999).

Secondly, the HRQOL of colorectal cancer patients has been compared with
the HRQOL of other patients with cancer or benign diseases or a healthy
population, to focus on the impact of colorectal cancer and the long-term

effects of cancer treatment on survivors (Dunn et al., 2003; Sprangers,
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1999). Moreover, the evaluation of effectiveness of different treatments,
using clinical randomized triais, has been established with cost-effectiveness
studies in which the cost of survival gain is weighed against the quality of
that gain (Sprangers, 1999). Also, quality of life information is essential in
palliative care setting in order to enlighten patients’ important concerns
(Sprangers, 1999). ‘

Finally, some research suggests that the evalvation of baseline HRQOL may
is a predictor of survival (Efficace et al., 2006; Dunn et al., 2003; Maisey et
al., 2002; Sprangers, 1999).

3.4 Predictors of Health-Related Quality of Life in Colorectal

Cancer Survivors

Research suggests a number of factors associated with the perceived
HRQOL of colorectal cancer patients. These factors refer to certain disease
or treatment characteristics such as the stage of the disease, the type of
surgery or disease recurrence and certain demographic characteristics such
as age, gender, educational level or income. Also, the time since diagnosis
and support recetved have been confirmed as factors that modified the
perceived HRQOL of colorectal cancer survivors (Dunn et al., 2003).
Acéording to one author: “better uﬁderstanding of how these factors
combine to determine long-term HRQOL would assist with clinical decision-
making, especially in a situation in which maximization of HRQOL is the

goal of medical intervention” (Anthony et al., 2003 p.119-120).
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3.4.1 Long-term Effect of Surgery on Health-Related Quality
of Life

Since the different surgical techniques (anterior resection with preservation
of the sphincter function or abdominoperineal excision that results in a
colostomy) involved in the treatment of the cancer of the colon or rectum
lead to similar mortality and morbidity rates, an important issue for
consideration is how these different surgical techniques affect the patients’

quality of life (Sprangers et al., 1995).

There is a body of literature which suggests that the quality of life of people
with a colostomy was considerably inferior to those without a colostomy
(Engel et al., 2003; Kuzu et al., 2002; Camilleri-Brennan & Steele, 1998;
Sprangers et al., 1995; MacDonald & Anderson, 1985; Mac Donald &
Anderson, 1984; Williams & Johnston, 1983; Delvin et al., 1971). Sprangers
et al. (1995) reviewed 17 studies which focused on those that directly
compared patients’ reported quality of life after having stoma and non-stoma
interventions. The results of all of these studies refer to the long-term effect
of surgery on HRQOL. The time elapsed since surgery varied widely within
these studies between 1 and 10 years or more than 10 years. The results also
showed that stoma and non-stoma patients both report limitations in several
domains of quality of life including physical functioning, psychological
well-being as well as social and sexual functioning. In addition, stoma
patients were generally found to have a greater degree of impairment in all

of the above quality of life domains.
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Although Sprangers et al.’s (1995) findings were confirmed by Camilleri-
Brennan & Steeles’ 1998 review, more recently a number of researchers
have failed to agree with these findings and have questioned the conclusions
(e.g. Pachler & Wille-Jorgensen, 2005; Grumann et al., 2001; Allal et al,,
2000; Koller & Lorenz, 1998). However, similar findings are reflected in a
prospective research study by Bekkers et al. (1997) that indicated stoma
patients do not encounter more problems in daily life than non-stoma patient

four years after surgery.

Several researchers have noted the need to consider carefully the possible
methodological limitations of research in this area which may be responsible
for the variance in findings (Pachler & Wille-Jorgensen, 2005; Camilleri-
Brennan & Steele, 1998; Sprangers et al., 1995). This will be discussed in
further detail at a later stage.

In a recent study by Grumann et al. (2001) twenty-three patients underwent
abdominoperineal resection resulting in permanent colostomy compared
with fifty patients who underwent anterior resection which did not result in a
colostomy. Quality of life was measured before surgery (baseline
assessment) and then 6 to 9 months and 12 to 15 months post-surgery.
Surprisingly, patients with a permanent colostomy tended to have better
quality of life across several quality of life domains as it is measured by the
EORTC QLQ-30 and CR38 colorectal cancer specific instrument than
patients without a colostomy. Although these findings were not statistically
significant Grumann et al. (2001) suggest further investigation and
explanation of such results given that the small sample size and the missing

items constitute some limitations of the study. Grumman et al also evaluated
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if tﬁe level of anastomosis —from both low and high anterior resections -
affected patients’ quality of life. Interestingly the results showed that low
anterior resection patients experienced significantly poorer QOL than
patients with high anterior resection anastomosis. Despite the fact that these
findings contradict most of the findings of “traditional” studies, similar

findings have been reported elsewhere.

For example, more recently The Cochrane Collaboration reviewed relevant
published studies in order to compare the quality of life in rectal cancer
patients with or without permanent colostomy (Pachler & Wille-Jorgensen,
2005). In this review study thirty potential researches were identified.
Eleven met the inclusion criteria that identified studies which used self-
reported, validated multidimensional quality of life questionnaires and were
filled in by the individual or a relative. Among the included studies six
found no significant difference in overall quality of life between patients
with a colostomy and without a colostomy appliance (Harisi et al., 2004;
Rauch et al., 2004; Camilleri-Brennan, 2002; Hamashima, 2002; Grumann et
al., 2001; Allal et al., 2000). A stody by Jess et al. (2002) also suggested that
“a stoma only slightly affected the patients QOL” (Pachler & Wille-
Jorgensen, 2005, p.g 7). Four studies suggested that stoma patients were
affected significantly by their disease in all QOL dimensions. As the
findings in this review study vary significantly, the authors highlighted the
lack of a definitive conclusion about whether QOL is more impaired in
patients with a permanent stoma compared to those patients without a stoma
due to a lack of evidence to support the assumption that stoma patients fare
less well than non-stoma patients. The authors also suggested that well

designed and executed prospective studies with baseline data and

32



preoperative values for QOL are required in order to address the long-term
impact on Heath-Related Quality of Life in the future (Pachler & Wille-
Jorgensen, 2005). -

Physical Functioning

Despite improvements in surgical techniques used for therapy of colorectal
cancer, a number of physical side-effects may negatively impact patients’
quality of life over time. Cancer patients with or without a stoma were
troubled by frequent or irregular bowel movements, diarrhoea and faecal
leakage (Lewis et al., 1995; Sprangers et al., 1995; Williams & Johnston,
1983). Although bowel function usuaily improves during the first year post
surgery (Frigell et al, 1990), in some cases bowel problems can remain
beyond this (Engel et al, 2003; Lewis et al., 1995). Irregular or
unpredictable bowel habits often prevent patients from leaving their home,
or doing certain activities, due to a fear of having an accident leading them
to social isolation and further impairment to their quality of life (Sprangers
et al., 1995).

Other physical symptoms commonly experienced by colorectal cancer
patients include flatulence, urinary problems such as micturition, retention
and dysuria, constipation problems or sleeplessness due to irregular bowel
movement {(Camilleri-Brennan, 1998; Sprangers et al., 1995). Studies
suggest that the degree to which these problems are experienced by
colorectal cancer patients depends on some independent factors such as age -
Camilleri-Brennan (1998) concluded that urinary problems generally
increase with age -or the level of anastomosis (high or low anterior

resection) (Engel et al., 2003; Grumann et al., 2001; Camilleri-Brennan,
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1998). Engel et al. (2003) in a four-year prospective study showed that in the
first three years patients with low anterior resection had significantly worse

defecation scores than those patients with high anterior resection.

Sprangers et al. (1995) also report that the degree to which all these
symptoms are experienced in stoma and non-stoma patients varies. For
example, research has showed that stoma patients may report more problems
with gas and uvrinary function (Engel et al., 2003; Sprangers et al., 1995)
while non-stoma patients report more constipation and gastrointestinal tract
problems (Rauch et al., 2004; Engel et al., 2003; Allal et al., 2000; Sprangers
et al., 1995). Ramsey et al. (2002) also reports that, although long-term
survivors may experience a relatively high QOL, diarrhoea in non-stoma
patients remains a problem. Sixteen percent report two or more bowel
movements a day and 49% report chronic recurrent diarthoea. Grumann et
al. (2001), however, also reported that patients who had a permanent stoma
reported less fatigue, gastrointestinal symptoms, sleeplessness, and
signiﬁcanﬂy better scores for constipation and diarrhea compared to patients

who had undergone sphincter-conserving surgery.

Despite advances'in stoma surgery and in stoma care, complications with
stomas are an important potential source of ongoing problems. Studies
exploring the long-term complications of colostomy have found that
approximately 30% of patients develop problems related with their stoma
and 10% of patients required at least one further surgical procedure to
correct a complication (Fielding & Padmanabhan, 1994). Anthony et al.
(2003) in a longitudinal prospective study indicated that surgical
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complications can influence, both negatively and significantly, HRQOL one

year after surgery.
Social Functioning

Some time ago Delvin et al. (1971) compared patients who had undergone
surgery resulting in a stoma with those who underwent sphincter-preserving
surgery and found that a high proportion of stoma patients experienced
considerable social problems which related to employment and social
isolation. These results were replicated by Williams & Johnston (1983) who
reported that stoma patients returning to work often faced difficulties with
the stomas which caused them to leave work in contrast with non-stoma

patients who were more likely to return to work and remain in their job.

Sprangers et al. (1995) in the literature review study point out that the
operational definition of social functioning used across studies varies
considerably. It may include a variety of dimensions such as employment,
frequency of social contacts, quality of relationships and restrictions in
social activities due to the effect of illness or treatment. This impairment is
sometimes common between stoma and non-stoma patients. In particular,
stoma patients were more restricted in visiting cinemas and leisure pursuits.
Such findings suggest that restriction from outside activities may be related
to the fear of being a nuisance to others or to general embarrassment of
having a stoma (Sprangers et al., 1995). Sprangers et al. review (1995) drew
attention to the fact that several of the studies included, which purported to
measure social functioning, used non-standardised study specific

questionnaires.
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Quali[atiﬁe studies on describing quality of life in colorectal cancer patients
are very limited. A literature search by Dunn et al. (2005) identifies only
seven qualitative articles relevant to quality of life experienced by people
with colorectal cancer. Dunn et al. (2005) using interviews (15 interviews-
six males, nine females) and focus group data tried to gain an understanding
of what was important to participants in terms of their own experience with
colorectal cancer and their quality of life within the past 18 months.

Concerning social life some participants reported that it had not been
adversely affected by the diagnosis and treatment; however they felt less
comfortable in engaging activities where they may not be able to access
toilet facilities with ease. Some other participants reported ‘“reduced
socialization, primarily due to tiredness, but a couple of participants said that
they deliberately avoided friends because they were now treated differently
to what they had been before geiting ill”. Given that most participants had
retired, employment problems and vocational matters were not raised. Only
one woman, who was suffering from an advanced stage of the disease,
reported that she could not return to full time work after the cancer

diagnosis.

Similarly, in another qualitative study (39 interviews contacted short and
long-term colorectal cancer survivors) the loss of ability to socialize was an
important theme to emerge (Rozmovits & Ziebland, 2004). Changes in the
control of bowel habits, inconvenience of chronic constipation or changes in
dietery habits were identified by a great number of the interviewees as

persistent problems. They impact considerably on people’s abilities to travel,
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socialize, eat away from home, or engage in leisure pursuits (Rozmovits &
Ziebland, 2004).

Also, many authors emphasise the relevance of age to the level of social
activity and social network, especiaily given that colorectal cancer patients
are often elderly and may be restricted in their activities and ability to
perform roles due to a general decline in physical health and the normal

ageing process (Trentham-Dietz et al., 2003; Ferrell & Ferrell, 1998).

Sexunal Functioning

An important area of consideration relevant to quality of life is that of sexual
functioning. Several authors have reported on the potential negative impact
of cancer treatment on sexual expression (Dunn et al., 2005; Brown &
Randle, 2005; Rozmovits & Ziebtand, 2004; Engel et al., 2003; Grumann et
al., 2001; Allal et al., 2000; Camilleri-Brennan & Steel, 1998; Havenga et
al., 1996; Sprangers et al., 1995). Problems in sexual functioning may be the
result of medical treatment, psychological factors or a combination of both.
However, there is considerable variance in the prevalence estimates of
sexual problems among colorectal cancer patients within different studies

(Sprangers et al., 1993).

There are a number of reports that the surgical procedures used to treat
colorectal cancer, either abdominoperineal resection or low anterior
resection, may result in damage to pelvic nerves which supply the genitals,
resulting in sexual dysfunction. The types of sexual problems most

commonly found in patients following these operations include erectile and
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ejaculatory dysfunction in men - although other symptoms such as a loss of
desire, diminished sexual activity and anorgasmia may also occur (Sprangers
et al., 1995). For women, given that their sexual dysfunction after surgery
has been relatively ignored in the literature, the main problems are cessation
of intercourse, anorgasmia and pain during sexual intercourse, known as
dyspareunia — however, these are more prevalent among stoma patients
(Camilleri-Brennan, 1998; Shcover, 1998; Bambrick et al., 1996). In male
patients loss of erectile capacity may be accompanied by a loss of fertility

(Schover, 1998).

Several authors have concluded that the prevalence of sexual dysfunction is
high among stoma patients compared to patients whose surgical treatment
did not involve the formation of a stoma (Engel et al., 2003; Sprangers et al.,
1995; Koukouras et al.,, 1991). Allal et al. (2000) reported that sexualv
functioning was low for both groups -stoma and non-stoma- included in their
study while there were notably high scores in relation to sexual dysfunction

in males although statistical significance was not achieved.

In a very recent study by Hendren et al. (2005) highly sensitive male and
female sexual functioning instruments (Female Sexual Function Index or
International Index of Erectile Function) were administered to eighty one
women and ninety nine men to evalvate levels of sexual activities before
surgery, after surgery and during “the last 4 weeks” in patients following
surgery for rectal cancer. A percentage 29% of women and 45% of men
reported that “surgery made their sexual life worse”. Specific sexual
problems in women included lowered libido 41%, arousal 29%, lubrication

56%, orgasm 35%, and dyspareuma 46%. In men lowered libido 47%,
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impotence 32% and partial impotence 52%, orgasm 41%, and ejaculation
43% were recorded. Both genders reported a more negative body image.
80% of women reported that the ostomy caused a negative change to their
sexual life. They stated that they were afraid their appliance may leak, or the
ostomy make noise, cansing them to feel embarrassed, and so they were less
spontaneous. In men, the ostomy caused a negative change in sexual life for
85.7% while 92% of them reported one or more specific sexual problems

after surgery.

Surgery may also cause sexual dysfunction indirectly through related side-
effects. For example, post-operative pain is related to the problems of
relaxing and enjoying physical intimacy. On the other hand, negative body
image and bowel problems are likely to affect both sexual desire and
confidence (Hendren et al., 2005; Moyer & Salovey, 1997; Schag et al.,
1994).

Radiotherapy also has been reported to increase the likelihood of damage
being caused to the urogenital nerves and organs also resulting in
impairment of sexual functioning (Hendren et al., 2005; Mannaerts et al.,
2001). It also contributes to fatigue and loss of libido which may indirectly
disrupt sexual functioning in the first year or so following surgery (Schover

etal., 1993).

Sexual dysfunction may occur for reasons other than surgical treatment or
radiation therapy. For instance, sometimes they may also be related to

difficulties with psychological adjustment (Schover et al., 1993), with
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depression and anxiety being known to have a negative impact on sexual

functioning (Teusch, 1995).

Sexual functioning is also determined by a range of other vanables and
Hendren et al., (2005) suggest that sexunal function is multifactorial.
Preoperative sexunally inactivity and older age were significant independent
predictors of current sexual inactivity (Hendren et al., 2005). It is important
to consider the relevance of age when exploring the impact of treatment on
sexnal functioning among colorectal cancer patients. Given that the majority
is likely to be aged between sixty and seventy years of age their level of
sexual interest and sexunal capacity may already have declined independent

of the effect of treatment.

Psychological Fanctioning

In a review of papers investigating psychological functioning in colorectal
cancer, Sprangers et al. (1995) showed that general psychological
dysfunction may include depression, loneliness, snicidal thonghts, feelings
of stigma and low self-esteem. Also, they concluded that these findings were
significantly more prevalent in stoma patients (from 10 percent to 54 percent
) than in non-stoma patients (from 3 percent to 43 percent). Williams and
Johnston (1983) also reported a 32 percent prevalence of depression
following an abdominoperineal resection, compared with 10 percent
prevalence after anterior resection. However, the definition of psychological
functioning employed in these studies varied considerably. In some cases
unstandardised measures with nnknown reliability and validity were used

(Sprangers et al,, 1995). Tsunoda et al. (2005), when examining the

40



psychological distress and its relationship with quality of life dimensions in
colorectal cancer patients, concluded that the emotional functioning
dimension, as measured by a generic quality of life instrument such as the
EORTC QLQ-C30, predominantly assess anxiety but the use of additional
instruments is also necessary for the assessment of depression in outpatients

with colorectal cancer (Tsunoda et al., 2005).

An early study by McDonald and Anderson (1984) assessed the stigma of
having rectal cancer. Half of the patients reported signs of feeling
stigmatized as reflected in decreased attractiveness, avoidance of other
people and feeling different. More symptoms were seen in younger patients
and in those with colostomy while stigma was particularly prevﬁlent in

women.

1t is well known that patients with a diagnosis of cancer are at increased risk
of depression; particularly those patients who suffer from pain and physical
disability (Hopwood & Stephens, 2000; Massie & Holland, 1992). While
some data indicates that depression behaviours affect a number of aspects in
patients’ life, such as health status, quality of life, or working role (Paéquini
& Biondi, 2007), other studies have also linked depressive disorders with
survival or cancer progression (Onitilo et al., 2006; Prieto et al., 2005; Faller
et al., 1999). On the other hand, even if cancer patients’ psychological
distress decreases over time, a substantial number may continue to
experience anxicty and depression during follow-up (Watson et al., 2005;
Howard & Harvey, 1998). A study by Schag et al. (1994) concluded that
patients who survived lung, colon and prostate cancer have experienced

psychological distress during the disease-free phase of their illness.
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Furthermore, Ramsey et al. (2002), using a depression rating scale,
concluded that people who had survived beyond 5 years after colorectal
cancer -had higher rates of depression in comparison with age-matched
populations. Depression was also reported as being highest among younger,

and female, stoma patients (MacDonald & Anderson, 1984).

Céreful consideration needs to be given to the methodological issues
involved in these studies. The assessment of depression in cancer patients 1s
difficult because symptoms of depression are often similar to those of the
physical illness or its treatments. Many scales used to measure depressive
symptomatology include items relating to tiredness, loss of appetite and
sleep disturbance - all of which may be symptoms of the cancer itself or
side-effects of treatment (Trask, 2004). Such findings, therefore, need to be

treated with some caution.
3.4.2 Stage of the Disease at Diagnosis

Although the stage at diagnosis is strongly related to the length of survival of
colorectal cancer patients - when diagnosed in an early stage, the disease has
a S-year survival rate of 90% (American Cancer Society, 2000) - this factor
may have an association with QOL of long-term survivors. Both the stage
and site of colorectal cancer at diagnosis are associated with symptoms and
treatment modalities used and, subsequently, with alteration in quality of
life.

Ramsey et al. (2000) found that people with colorectal cancer with TNM

Stage I and Stage IV disease experienced relatively uniform increases and
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decreases respectively in quality of life from the time of the diagnosis.
Patients with Stage II and III disease experienced an initial decline in their
quality of life, which then improved over time. Also, a survey of temale
long-term colorectal cancer survivors by Trentham-Dietz et al. (2003)
concluded that the stage of the disease at diagnosis was not significantly
associated with current heath status. They reported that most patients who
were diagnosed at an earlier stage may resume their regular lifestyle after

treatment.
3.4.3 Time since Diagnosis

Studies have showed that the time since diagnosis may also be associated
with quality of life in colorectal cancer patients. As the time from diagnosis
lengthens quality of life appears to improve for these patients (Ramsey et al.,
2002; Ramsey et al., 2000; Schag et al., 1994).

A study of 27 long-term, 33 intermediate-term and 57 short-term survivors
of colon cancer concluded that quality of life, and particularly its
psychosocial domains, tend to improve as length of survival increased
(Schag et al., 1994).

Ramsey and colleagues (2000) carried out a community-based sample of
173 survivors who participated in the study and completed the Functional
Assessment of Cancer Therapy Scales for Colorectal Cancer (FACT-C) and
the Health Utilities Index (HUI) Mark I questionnaires to exarhine how
HRQOL varied as a function of stage at diagnosis and time since diagnosis.
They éuggested that for all TNM stages of the disease, the impact of
colorectal carcinoma on HRQOL was greatest in the first 2-3 years from

initial diagnosis. After this time, HRQOL was relatively uniform and
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remained relatively high in all stages of the disease -except stage IV. The
subscale scores of FACT-C suggested that emotional components of
HRQOL improved s_igniﬁcantly over time, however, functional and social
well being were impacted most and improved little across all stages as the
time from diagnosis lengthened. Pain also remained a substantial problem
and did not improve with time. HRQOL also declined for patients during
their last year of life and for patients who had recently experienced surgery
for their disease. However, this survey had some limitations as respondents
had been healthier than non-respondents and advanced age was the only
factor significantly associated with the non-respondents. The researchers
suggest that re-sampling would be necessary to include patients with

advanced stage disease and a more distant history of colorectal cancer.
3.4.4. Disease Recurrence

Unfortunately, recurrence of rectal cancer after potentially curative surgery
is also a major problem as recurrence may be local or distant, and commonly
arises in the liver. The incidence of tumour recurrence varies from centre to
centre. Local recurrence occurs in up to one third of patients after surgery
and most tumours recur within the first two years post-operatively (Esnaola
et al., 2002; Camilleri-Brennan & Steele, 2001). It is suggésted that the
experience of recurrence in cancer patients is likely to be more distressing
than the initial diagnosis (Mahon, Cella & Donovan, 1990). The presence of
recurrence in rectal cancer patients is likely to lead to a poorer HRQOL but
few studies are available that can confirm this hypothesis. It is not known
which quality of life dimensions are affected and to what extent the patients’

quality of life is impaired. Camilleri-Brennan and Steele (2001) showed that
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most dimensions of HRQOL of patients with recurrent disease were

significantly lower than those in remission.

3.4.5 Demographic Characteristics

Age, Comorbidities and Gender

As previously discussed, the physical component of QOL in colorectal
cancer is strongly associated with age. For example, many urinary problems
or problems concerning sexual function increase with age. In addition,
younger or female stoma patients may experience more initial depression,
stigmatization and feelings of being different than males and older patients
(Mc Donald & Anderson, 1984). The age variable is also suggested in
Devlin’s early study (1971) reporting that 50 percent of stoma patients who
felt socially isolated were over 65 years old. Gender differences were also
found by Northhouse et al. (2000).in a prospective study of the adjustment
of patients and their spouses to colon cancer. Women were found to report

more distress, more role problems and less marital satisfaction.

On the other hand, a major methodological issue in many long-term QOL
studies is the distinction between the effect of the disease itself on QOL and
the effect of age or other comorbidities, since the probability of having a
chronic disease or functional limitation also increases with age. This
distinction for long-term colorectal cancer studies is very important since the
incidence rates of the disease rise with age and over 40% of cases occur in

subjects over the age of 74 years (Gotay & Muraoka, 1998).
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Trentham-Dietz et al. (2003) in a sample of 307 women, with a mean age of
72 years and an average survival time of 9 years, showed that the physical
component of HRQOL, as it is measured by Short-Form 36 Health Status
Survey, was significantly lower for participants of greater age. The degree to
which cancer survivors were able to participate in physical activities (such as
walking, routine self-care) and the extent to which activities or time
involved in their social “role” (of, e.g., employee or spouse) are limited is
associated strongly with age. However, the factor most strongly associated
with QOL in long —term colorectal survivors is the existence of other
diseases experienced together with cancer: “Spearman correlation
coefficients were significant (p<0.001) between the number of co-morbid
conditions and all SF-36 domain and summary scales” (Trentham-Dietz et

al., 2003, p.345).

These co-morbid conditions included arthritis or rheumatism (57%),
hypertension (46%), depression or anxiety (19%), and bone break or
osteoporosis (18%). However, this study used statistical techniques that do
not enable us to-conclude a causal relationship between depression or other

comorbidities and HRQOL.

The largest study assessing HRQOL in long—term colorectal survivors by
Mosconi et al. (2002), suggested that comorbidity and age had a larger
impact on HRQOL.. Females had a poorer overall HRQOL than males with
more evidence in the physical component of HRQOL.

In agreement with previous studies Ramsey et al. (2002), with a population
of 227 colorectal cancer survivors and an average age 74 years, reported that

a substantial number of non-cancer comorbidities (overall 77,5% reported at
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least one comorbid condition) were strongly and negatively associated with

all measures of HRQOL using multivariate regression analysis.
Educational level and Income.

Little evidence emerges from the literature describing the effect of
household income and educational level upon the quality of life in colorectal
cancer patients.

One study by Trentham-Dietz et al. (2003) showed that the overall mental
health status of female survivors were lower in those patients with a lower
level of education. Moreover, lower income status may be associated with
poorer outcomes for pain, social and emotional well-being dimensions of
quality of life scale according to Ramsey et al. (2000).

In addition, Ramsey et al. (2002) also reported that lower socioeconomic
status was a risk factor for depression; while higher levels of income were

significantly associated with more favorable scores for depression.
3.4.6 Social Support Received

Studies have shown that social support for cancer patients seems to be
associated with better quality of life (Sultan et al., 2004; Sapp et al., 2003).
Social support encompasses fnany different and varing forms including
emotional or instrumental support. Emotional support refers to individuals
who are available to listen, sympathize, and make the individual feel valued.
Instrumental support refers to the assistance to the activities of daily life or
with household chores. Emotional support may be considered the most

helpful and the type that patients needs more (Sultan et al., 2004).
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While information is available on the association between social support and
quality of life for some cancer sites (Michael et al., 2002; Courtens et al.,
1996) there is limited information on the association between social support
and quality of life in colorectal cancer patients. A study by Sapp et al.
(2003), which included 259 female colorectal cancer survivors, evaluated the
correlation between social network and HRQOL of study population.
Findings demonstrated that social network was associated significantly with
HRQOL and in particular with mental health. Similarly, Sultan et al. (2004)
showed that the emotional and instrumental support was associated with
higher mental component scores with the Medical Outcomes Study Short-

Form instrument.

However, information is very limited on how the support that patients
receive from a partner influences their quality of life.

Qualitative studies have shown that the main source of support for colorectal
cancer patients includes family and friends - in particular for emotional and
instrumental support (Sahay et al., 2000; Forsberg et al., 1996; Forsberg &
Cedermark, 1996). The support that colorectal cancer patients received from
their family or friends secem to influence their quality of life. In particular,
“the relationship between colorectal cancer patients and their spouse is related
to peoples’ quality of life scores (Forsberg et al., 1996; Forsberg &
Cedermark, 1996). Patients who live with a family express higher perceived
well-being than those who live alone (Forsberg et al., 1996; Forsberg and
Cedermark, 1996). Northhouse et al. (2000), when examining the factors
that affect adjustment to the disease, showed that role adjustment problems

were strongly predicted by similar problems in spouses.
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Understanding how social support, especially emotional support, influences
peoples’ quality of life is important because the social environment can
change and appropriate psychological interventions can improve patients’

quality of life.

3.5 Overall Effect of Colorectal Cancer Disease and Treatment

on Survivors’ Quality of Life

Studies have compared colorectal survivors’ Health-Related Quality of Life
with that of similar aged/sex-matched people in the general population
(Arndt et al., 2004; Kopp et al., 2004; Rauch et al., 2004; Trentham-Dietz et
al., 2003; Mosconi et al., 2002). Surprisingly, these studies have showed that
the impact of colorectal cancer on patients’ quality of life over a period of
time is not necessarily negative. Colorectal survivors report a more satisfied
- HRQOL, very often comparable with those of general population in most
HRQOL domains (Arndt et al., 2004; Rauch et al., 2004; Trentham-Dietz et
al., 2003; Mos_coni et al., 2002). Arndt et al. (2004) tried to identify how, 1
year after diagnosis of colorectal cancer, survivors cope with the awareness
of living with a chronic and potentially life-threatening disease in
comparison with men and women of the general population. HRQOL scores
of a population—based cohort of 309 patients were compared with published
reference data of the EORTC-QLC30 questionnaire from the general
population. The results showed that overall HRQOL and physical
functioning of patients is comparable to population norms even if deficits in

emotional and social functioning continue to exist. Similarly, Mosconi et al.
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(2002) report that no significant difference was found for the overall
HRQOL of 197 colorectal cancer survivors when compared (according to
age and sex) with those of the 1talian population as long as no serious co-

morbidity or relapse appeared.

These findings could be interpreted as a widespread selection bias or as a
result of a positive coping strategy and processes that cancer survivors used
for “reframing” their standard of health. For example, a patient with bone
metastasis may state a “good” physical functioning that may mean they are
happy since the condition does not get worse. Patients may change their
personal values in this new reality and obtain a new understanding of what
now constitutes an acceptable quality of life. This phenomenon has been
described as “response shift” and is nsed for interpreting unexpected quality
of life findings (Sprangers et al., 2002; Sprangers & Schwartz, 1999;
Sprangers et al., 1996).

An adaptation process to disease and treatment of colon cancer patients is
confirmed by Bernhard et al. (1999) whose findings showed that these
patients may reframe their perception in estimating HRQOL substantially
after surgical resection, adjuvant chemotherapy or observation. Although an
understanding of the response shift phenomenon is very important for
patient care and HRQOL research, it has rarely been studied empirically and

needs further investigation (Sprangers et al., 1996).
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3.6 Summary and Conclusions

The primary purpose of this review was to examine the long-term
consequences of colorectal cancer disease and cancer treatment on patients’
life. The research to date has paid little attention to the late-effects of
colorectal cancer while data from a Greek population are not available.
Similarly, there is uncertainty of the variables which apparently contribute to
high or low quality of life in patients over time. On the basis of this
investigation, it appears that variables, such as stage at diagnosis, time since
diagnosis, type of Surgery, recurrence, depression, age and comorbidities,
gender, educational level, and income may modify the level of patients’
HRQOL. Independent of the quality of research that explores these
variables, the effect that these variables have on the overall HRQOL is
unclear. Particularly, there is ongoing confusion on how HRQOL differs
between people with a colostomy appliance and people without a colostomy
appliance. It is not obvious that stoma patients experience a low HRQOL
while sometimes they appeared to have a quality of life comparable to a
healthy population. On the other hand, although depression symptoms are
mentioned as one problem that colorectal cancer patients may experience at
follow-up, it is rarely discussed in the literature and no specific information
was found on the possible effect of depression symptoms on patients’
HRQOL. |

There is also an issue regarding the limitations of the measures used to
assess the impact of colorectal cancer disease and treatment on the lives of
people who suffer from it, which needs to be taken into account in

researching this area.
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CHAPTER 4

QUALITY OF LIFE: CONCEPTS AND METHODS

4.1. Introduction.

During the last 30 years, there has been increasing interest in the concept of
quality of life (QOL) and its application in evaluating the outcome of health
care. This is particularly evident for chronic and life-limiting diseases, where
by definition, cure is unachievable.

As such, there is increasing recognition that assessment of QOL is required
to complement traditional outcomes such as survival and treatment toxicity.
The proliferation of interest in quality of life is clear. There is a plethora of
publications in the health, psychological and social sciences literature
devoted to understanding, assessing and interpreting QOL. In addition, there
are an ever-increasing number of professional societies and journals devoted
to this research field. The phrase “quality of life” has become commonplace
in the vocabulary of health professionals, researchers, and indeed, society in
general. Enthusiasm continues despite the inherent difficulties and
complexities in trying to understand, assess and interpret approaches to
capturing the perspective of patient. One major criticism of previous studies
purporting to assess “QOL” is the lack of attention given to understanding
its conceptual basis.

This chapter reviews the current understanding and the rationale for

consideration of QOL focusing on follow main areas:
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1. What is the need and demand for QOL assessment?

2. What constitutes QOL within the context of health, illness and cancer
experience?

3. How has the conceptual basis of Health-Related Quality of Life been
constructed and debated in the literature?

4. How has Health Related Quality of Life been assessed in the context of

the cancer experience?

4.2.0 The conceptual basis of Quality of Life.

4.2.1 The historical basis of Quality of life

In public life, social and human sciences the term QOL derives from the
1960s and was used routinely in order to describe the “liveability”of towns
or cities, assess the aims and effects of social policy and generally refer to

the social scientific index of well-being of population (Rapley, 2003).

Although the concept became popular during 1960s it has a long history and
has its roots can be traced back to the Greek ancient philosopher Socrates,
who said that an unexamined life is a life that not worth living (Plato, 1903).
In the first half of the twentieth century QOL was correlated with the
material level that a country can achieve; the higher that level in a country,
the better the life of its citizens. The need to measure the level of quality was
born and one of the first tools of QOL measurement came from economists
who used the Gross National Product (GNP) as an indicator for QOL
(Veenhoven, 1996).
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The need for developing broader indicators of QOL beyond economical
growth emerged in 1960s, when it started to become clear that the happiness
of a society or a population could not be determined only by the quantity of
goods consumed. A movement towards “social indicators” of a good life
became more popular and objective social conditions such as health, hfe
expectancy, unemployment rate, poverty rate, school attendance and
environment began to be measured and used as indicators of social progress
(Rapley, 2003). Despite advances in socio-economic conditions, and the fact
that the 1960s and 1970s were characterized as a period of prosperity,
research findings showed that from 1957 to 1972 the happiness of general
population steadily declined (Campbell, 1976).

The need for new indicators for ‘a good life’ were clear and in the 1980s the
interest of QOL as a construct moved from the population to an individual
level while issnes abont cuolture, personal values, self reports of life
satisfaction or dissatisfaction or happiness, health satisfaction and the
subjective sense of people abont their individual lives began to emerge

(Rapley, 2003; Kahn & Juster, 2002; Ware, 1991).

Since then, interest in QOL became a reality and the most snstained efforts
in social and human sciences focused on defining, describing and
understanding quality of life while a nember of conceptual approaches to

QOL assessment started to be developed.

In 1990s the QOL literature became an arena for controversy about

conceptual issues that related to cultural, religions and personal values which
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might influence its influence and perception. Moreover, methods and the

meaning of QOL measurement were also debated issnes.

Hughes et al. (1995) identify 44 separate QOL definitions between 1970 and
1993. Antaki and Rapley (1996) identify over 2500 journal articles
specifying “quality of life” as a keyword in the preceding three years. In
Google the “quality of life” term returned about 3,410,000 webpages
(Rapley, 2003).

Moreover, the development of professional societies {e.g. the International
Society for Quality of Life Research) and the establishment of specialty
journals {e.g. Quality of Life Research), offer further evidence of increasing

interest in the concept.

Despite the plethora of efforts within literature to define QOL, the concept
remains vague while research in the field has been marked by numerons
problems in measurement and uncertaintics about its changing pattern over

the life course.

In order to become more comprehensive, an abstract concept as QOL now
has many sub-areas of research. Since health is among “the most valued
states, and among the most important areas of life” (Bowling, 2001, p. 5),
the term Health Related Quality of Life has become a familiar field in
medicine and its assessment an important medical goal.

In particnlar, the interest of medical scientists has moved away from the
functional ability of patiénts towards subjective well-being while the most
recent research field requires new approaches beyond the traditional

methods used 1n medicine.
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4.2.2 Defining Quality of Life.

As the interest in QOL has moved from populations to individual people,
and from objective life conditions to subjective personal values and
aspirations, the construct begins to be correlated with terms such as “well-
being”, “happiness” or “life-satisfaction”. But any attempt at describing
QOL using these terms includes very broad definitions. For instance, QOL
has been defined as “the extent to which a person’s hopes and ambitions are
matched and fulfilled by experience” (Gerson, 1976) or that QOL
encompasses qualities such as the degree to which an individual succeeds in
accomplishing his desires (Calman, 1984).

Many others similar or broader definitions of QOL are also available in the
literature. These heterogenic and abstract descriptions of QOL across the
social scientific literature contribute to the complexity of the construct and
lead researchers 1o specify societies’ and individuals’ quality of life within

“domains” or “components” for specific purposes of measurement (Rapley,

2003).

More recently, multidimensional definitions of quality of life have been
adopted. The World Health Organization defines QOL as “individuals’
perceptions of their position in life in the context of the cultural and value
system in which they live and in relation to their goals, standards, and

concerns” (WHO, 1993, p. 1).

More specifically, at the subjective individual level, quality of life, as
defined by Cummins (1997, p. 6) is “both objective and subjective, each

axis being the aggregate of seven domains: material well-being, health,
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productivity, intimacy, safety, community and emotional well-being.
Objective domains comprise culturally relevant measures of objective well-
being. Subjective domains comprise domain satisfaction weighted by their

importance to the individual”

4.2.3 Moving towards a definition of Quality of Life in context

to health and illness

In health settings, the multidimensional aspect of these definitions means
that the impact of illness on patients’ life must be evaluated subjectively
within broad cultural, environmental, and social contexts. (Cella et al.,

2002).

One of the most debated issues in the literature remains the possibility of
such definitions being operationalized into the scientific measurement of

quality of life and proving useful in everyday clinical practice.

Koller et al. (2005, p. I186) point out that these definitions are so ideal that
they cannot be practical from a clinical point of view. Particularly, they
wonder, “Which doctor would be able to “treat” the cultural context of

his/her patients?”
4.2.4 Health-Related Quality of Life

Concurrently there has been a change in the way health and disease has been

viewed within medicine. Traditionally, the effect of the discase and the
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outcome in health care has been measured in terms of mortality and
- morbidity rates. The length of life, or deaths, was the main objective
measures of health status outcomes before World War 11. Here the emphasis
is on the pathogenic abnormalities of diseases, with ill-health described
within a negative context (Bowling, 2001).

Some years later, advances in medicine have changed the demographic
characteristics as well as the health profile of population, in particularly in
industrialized countries. The elderly population has increased together with
chronic diseases such as cancer, heart disecase or diabetes and degenerative
diseases. Few cures are achieved for chronic and degenerative disease while
laboratory data is increasingly inadequate to capture important effects of
many new interventions on patients’ QOL (Fitzpatrick et al., 1998)).

This new reality has also changed the way that health and disease have to be
viewed in modem medicine.

Doctors re-consider their goals about the outcomes of medical care as new
types of scientific evidence about health begin to be investigated (Sullivan,
2003). There have also been increasing moves to view health as a positive
construct.

The World Health Organization (WHO) in 1947 defined health as “a
complete state of physical, mental, and social well-being and not merely
absence of disease” (p.29).

Even if the complete absence of disease can not be a realistic goal in the
clinical arena, this definition has been considered the foundation for the
concept of HRQOL and its measurement. (Koller et al., 2005; Cella et al.,
2002; Aaronson, 1991¢).
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Health outcomes research, based on this definition for health, wish to
highlight holistic evaluation of patients’ physical and psychosocial well-
being and have settled on the main goal as the importance placed on the
patients’ point of view in evaluating medical care. Patients give their
subjective information about perceived health and quality of life while a
number of terms have been adopted into the literature to describe the health
related quality of life (HRQOL) from the patients’ perspective (Rapley,
2003; Sullivan, 2003; Testa & Nackley, 1994).

Most of these terms are concerned- with those aspects (domains or
components) of HRQOL that are important to patients and are experienced
as a result of illness and medical procedures. {Cella et al., 2002; Aaronson et
al.,, 1996; Cella, 1995; Moinpour, 1994). Table 4.1 demonstrates some
different perspectives that describe Health-Related Quality of Life.

The purpose of HRQOL assessment will determine which of the available
definitions have to be adopted, as well as the way HRQOL is understood
(Rapley, 2003; Cella, 1997). For example, a health economist’s interests lie
in the economic impact of the disease on patients’ lives, whilst a
sociologists’ perspective might consider HRQOL as the gap between

achievement and expectations (Fitzpatrick et al., 1998).
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Table 4.1: Descriptions and included dimensions of Heath-Related Quality of Life

Description

Dimensions/Domains

Source

A state of complete physical, mental,
and social well-being and .not merely
the absence of disease and infirmity

Physical well-being
Mental well-being
Social well-being

World Health Organization, 1947, p.29

An individual’s perceptions of well-
being that stem from satisfaction or
dissatisfaction with dimensions of life
that are important to the individual

Health and functioning
Psychological/spiritual
Family

Social and economic

Ferrans & Powers, 1985, p.16

Patients’ appraisal of and satisfaction
with their current fevel of functioning
compared to what they perceive to be
possible or ideal

Physical concerns
Functional ability

Family well-being
Emotional well-being
Spirituality

Treatment satisfaction
Future orientation
Sexuality/intimacy
Social functioning
Occupational functioning

Cella & Tulsky, 1990, pp. 30-31

A personal statement of the positivity
or attributes that characierize life

Psychological well-being
Physical well-being
Symptom control
Nutritional concerns
Social concems
Affective states

Grant, Padilla, Ferrell & Rhiner, 1990, p.

261

The perception of the impact of the
discase is both subjective and
culturally bound

Physical functioning

Emgotional functioning, or
psychological functioning

Social function

Symptom of disease and its treatment

Clinch & Schipper, 1993, pp. 62-63

An individual's perception of their
position in life in the context of the
culture and value systems in which
they live and in relation to their goals,
expectations values and concems.

Physical health

Psychological state

Level of independence

Social relationship

Personal beliefs

Relationship to the environment

WHOQOL group, 1993, p.1

Physical, Psychological, social and
spiritual well-being
Economic impact of illness

Taylor, Jones, & Bums, 1995, p.195

Quality of life... is those aspects of an
individual’s subjective experience that
relate both directly and indirectly to
health, disease, disability, and
impairment.._health related quality of
life is the gap between our
expectations of health and our
experience of il.

Carr et al,, 2001(b), p. 1240

*“QOL encompasses not only disease
sympiloms and functional
consequences {eg, impaimment in
activities of daily life (ADLs), but also
subjective life satisfaction, happiness,
and overall value one places on life at
any given time”.

Cella et al., 2002, p. S10

60




4.2.5 Conceptualization and measurement of HRQOL

Since there in no a generally accepted definition of HRQOL, within most of
the available studies it is impossible to identify a strong theoretical basis for
the concept. Many inconsistencies and ambiguities remain in the literature
and a number of conceptual and methodological problems arise particularly
when the assessment of HRQOL is attempted (Fitzpatrick et al., 1998;
Aaronson et al., 1991b).

Even if most experts consider that the concept is complex and vague, they
have agreed on basic “conceptualization principles” for the construct that
should be included in any HRQOL measurement.

In the cancer field particularly, it is generally agreed that any health-related
quality of life measurement used with cancer patients should be
multidimensional (Aaronson et al., 1996; Cella, 1994; O’Boyle et al., 1992;
Zhan, 1992; Aaronson, 1991b; Katz, 1987) and subjective (Cohen et al.,
1996; Bowling, 1995; Cella, 1994; Aaronson et al., 1991c).

Also, the dynamic nature of the quality of life has been identified by a
number of researchers such as psychologists, sociologists, and health care
providers, even if this aspect is very often is overlooked in the literature
(Alison et al., 1997).

People change their perception of their health outcome, or their expectations
over time, in terms of existing factors, patients’ timing or specific life
circumstances (Carr et al., 2001b; Alison et al.,, 1997; Calman, 1984).
Therefore, patients’ with an apparently similar health status may have

different perceptions of their HRQOL.
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HRQOL as a Multi-Dimensional Construct.

Clearly, it would be inappropriate and overwhelming to incorporate all of
the potential dimensions relevant 1o quality of life in one study. The selected
domains that constitute patients’ quality of life are ﬁn important issue that
has brought many authors to a debate in the literature about defining the
domains and variables that illustrate HRQOL (King et al., 1997). Several
researchers have focused on four main domains in their evaluation of
HRQOL in cancer patients which include: physical well-being,
psychological well-being, social functioning and disease-related and
treatment-related symptoms. (King et al., 1997, Aaronson et al., 1996; Cella,
1994; Moinpour, 1994; Ferrans, 1990; Ferrell, 1990). More recently there
has also been an increase interest in including spirituality in the core set of
HRQOL (Taylor, 2003; Cohen et al., 2000; Ferrell et al., 1992a; Ferrell et
al., 1992b).

Table 4.2 demonstrates a variety of important life domains that may

contribute to the concept.

The specific purpose of HRQOL assessment will determine the hierarchy of
the selective domains and will drive researchers to either include or not
include other important perceived quality of life aspects such as
occupational functioning, the stigma of cancer, happiness with care,
financial satisfaction, expectations of recovery and level of optimism or
others (Cella et al., 2002; Higginson & Carr, 2001; Koller et al., 2000). A
criticism of previous approaches to HRQOL evaluation in medicine is that

they give priority to physical functioning and symptoms while other
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important life domains are not considered as important (Fallowfield et al.,
1990). A conceptual model by Ferrans in 1990 demonstrated the hierarchical
relationship between global HRQOL and the four major domains and
specific aspects of the domains in cancer patients. Ferrans’ model
distinguishes clearly between the domains and provides a strong example of

the connection between theory and research (Vallerand & Payne, 2003).

Also, should one wish to assess HRQOL, it is necessary to keep in mind the
interrelationship among the constituent domains (Aaronson et al., 1991c)
and that the relationship among all of these aspects may vary between
individual patients (Bernheim, 1999). For example, the psychological effect
of the disease may have an important impact on physical well-being and

social functioning but not be a common effect in all patients.

One of the purposes of this study is to evaluate the impact of colorectal
cancer discase on the lives of patients; the above four main domains
(physical well-being, psychological well-being, social functioning and

disease-related and treatment-related symptoms) are considered important.
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Table 4.2: Domains of Health-Related Quality of Life

Physical Functioning

Physical mobility

Physical activities

Self-care activities (e.g bathing, dressing)

Ability to perform every- day activities (walking uphlll/upstmrs hensehold)
Disease symptoms (e.g pain, appetite, fatigue)

Treatment side-effects

Psychological Functioning

Mood state (depression, anxiety, fear, joy)

Psychological well-being (happy, pleased, life satisfaction)
Self-esteem, self-image

Cognitive status (memory, concentration, perception, confusion)

Social and Role functioning

Interpersonal relationships (visits with friends and relatives, family, work and school relationship)
Sexnal functicning

Performance usual role activities (work, school, carry out hobbies and interests)

Satisfaction with care
Information and communication
Support from health providers

General Health Perceptions
Self-rating of health
Self-rating of QOL

HRQOL as a Subjective Construct

The HRQOL perspective that wishes to assess quality of outcomes in
medical care, and go beyond objective clinical or biological outcome data,
has to reflect the importance of patients’ feelings and satisfaction to any
health care or medical intervention. Thus the patients’ perspective about
their perceived health care or their preferences for treatment must be
reflected within any HRQOL assessment.

Since most researchers agree on the subjective and individualized nature of

QOL they support the view that that answers about HRQOL should be




selected directly by patients (Fitzsimmons et al., 1999; Kassa, 1995; Selbyet
al., 1992). Studies have also shown differences among the rating of HRQOL
given by patients, family members and health care providers. (King et al.,
1995; Osoba, 1994).

In particular the psychosocial aspect of HRQOL may vary significantly
between patients and proxy or health professionals and may be biased by
these individuals’ own standards of desirable QOL (Osoba, 1994).

A recent review of 23 studies by Sneeuw et al. (2002) indicates that
judgments that are made by significant others and health care providers
concerning various aspects of patients’ HRQOL are reasonably accurate
while a proxy may often recognize more HRQOL problems than patients
themselves. Also, “proxy ratings tend to be in greater agreement with those
of patients for physical HRQOL domains compared to psychosocial
domains” (p. 1141).

It is also important to consider limitations of self-reported data such as
missing data, language problems, cultural differences and patients burden

(Osoba, 1994).

Approaches to assessment HRQOL

Even if the conceptual “principles” of HRQOL have been accepted by most
researchers, the approach taken to assess the concept will differ and mainly
be determined by the scope of assessment.

Two main methods have been adapted for gathering multidimensional and

patients-based HRQOL data.
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-First, is the use of standardized structured questionnaires in which important
aspects of HRQOL are presented as items or scales (quantitative
measurement). The second method is the use of interviews in which the
main goal of the measure is to gain the individual’s perspective of HRQOL
and gather patient-centred QOL data (qualitative measurement). A
combination of both methods can also be nsed for gathering HRQOL data

for different research purposes.

The use of standardized measures is intended to produce values (usually
numerical) in order to reflect a ‘good’ or ‘bad’ HRQOL. Therefore, this
method can provide quantifiable data that can be expressed as an aggregate
score or dimension score, item score or a global score (Osoba et al., 1991b).

The psychometric property of the measurement is very important within any
proposed instrument that must be tested in order to ensure adequate validity,
reliability, and clinical responsiveness. Some of the advantages of self-
assessment questionnaires are that they are easy to administer and complete
so that they are applicable to large population of subjects. Also, the
establishment norms permit comparisons among different cultural groups

and populations — such as cancer survivors (Haberman and Bush, 2003).

The gualitative approach focuses more on the assumption that each
" individual has their own particular definition of what constitutes quality of
life and this definition may vary among individuals, and more subtly may
vary further with the individual under specific hife circumstances. A number
of qualitative approaches have been vused to measure individual perspective
of quality of life including a case study (Silverman, 2005), grounded theory
and phenomenology (Lowe and Rapin, 1994; Benner, 1985).
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Types of HRQOL Instruments

A variety of reliable and valid instruments that purport to evaluate HRQOL
are available. The plethora of instruments means that there is not a ‘gold
standard’ or a criterion which everyone accepts as being the best measure of
HRQOL or the best measure of the impact of all diseases, or cancer, on
quality of life (Cella et al., 2002; Osoba et al., 1991b).

In particular for cancer, the variety of treatments, as well as the variety of
outcomes and meanings attached to quality of life itself, may explain the
lack of a single instrument for use in all situations. To the question, “which
HRQOL measure should be used or which of the available questionnaires is
the best?” there is no a single answer (Cella, 1997). The scope of the
assessment should be first determined by the population of interest, the
outcome of interest and the characteristics of the instruments available
(Haberman & Bush, 2003; Cella et al., 2002; Osoba, 1991b).

If the purpose of interest is, for example, to gain specific information into
clinical practice (e.g. in clinical decision making, in predicting survival,
improving quality of care), or in managed care settings, or for policy
decision making or to evaluate treatments into clinical trials or patients’
preferences for one treatment or preference for various health status, then the
appropriate instrument has to be selected (Cella et al., 2002; Higginson &
Carr, 2001).

The HRQOL measures are divided into two broad categories: health profile
{(descriptive) questionnaires and utilities questionnaires. Health profile
questionnaires are generic or specific (e.g. disease specific -as cancer

specific- or dimension specific). Utilities questionnaires are generic and used
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for economic evaluation of HRQOL and for assessing the patient

preferences.

Advantages and disadvantages of some of them are demonstrated in Table 4.
3.

Generic health profile measures include items that are general enough, or are
intended for use not only across a wide range of chronic disease but also the
general population. Generic tools often give a score in a number of
dimensions and may then be summarized into a single score. This type of
instrument is useful in determining whether a patient-population has
returned to the same quality of life as the general population. They also
permit comparisons across different diseases and conditions or different
interventions. Two of the most widely used generic measures are the
Medical Outcome Survey (MOS) Short-Form (SF-36) (SF-36 Ware et al,,
1993) and the Nottingham Health Profile (NHP) (Hunt et al., 1985).

When the scope of inquiry is to identify every possible symptom and side-
effect of a procedure or to identify clinically important changes - particularly
in clinical trials - then a disease specific or treatment specific instrument is
required. For example, within the field of cancer clinical trials, HRQOL
assessment has become increasingly popular as a key endpoint. So, in most
interventions against cancer the quality of survival should be taken into
account (Bowling, 2001; Fitzsimmons, 2000; Aaronson et al., 1996; Cella,
1994; Slevin, 1992; Department of Health, 1992). This consideration is very
important in case there is no potential cure and the palliative care and

HRQOL are the primary endpoints (Girling et al., 2003).
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Dimension specific instruments have also been designed to assess specific
dimensions of HRQOL that are not included in disease specific or generic
instruments, The Beck Depression Inventory (Beck et al., 1961) and the

McGill Pain Questionnaire (Melzack, 1975) are two examples.

Another strategy for assessing HRQOL combines a generic or “core”
instrument with a disease or treatment specific module. Such a combination
ensures the advantages of both while minimizing the limitations of each. So,
this permits cross-study comparisons and assess clinical changes for a

specific condition (Cella et al., 2002).

At present two research programmes, The European Organization for
Research and Treatment of Cancer (EORTC) and David Cella in US have
developed the EORTC QLQ modular approach to HRQOL and the
Functional Assessment of Cancer Therapy (FACT) system of HRQOL
assessment accordingly. Both systems are primary designed for cancer
diseases and a number of specific cancer modules are now available
(including breast, lung, head and neck, colorectal and others). They fulfill
methodological, psychometric and other criteria in the development of their

scales and subscales which are the most widely used.

Utility approaches derive from health economics and decision theories. They
seek to produce a summary score for a particular state of quality of life
without reporting symptom severity or functional impairment and are
equivalent to a numerical value for decision making (Bowling, 2001; Cella,

1997; Goodwin, 1991; Osoba, 1991b). Patients may be asked to express
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their health status with a scale of 0-10 in which 0 is death or worst quality of
life and 10 is perfect health or highest quality of life. Utilities are also used,
. with groups of subjects evaluating preferences for policy decisions or
~ allocation of health care resources or to groups of patients for treatment

decision (Berzon, 1998).

Within clinical trials the assessment of patients’ preferences distinguisheé
those who are in favour of one treatment over another when both héve
equivalent survival outcomes. (Bowling, 2001; Cella, 1997; Osoba, 1991b).
Furthermore, they allow the evaluation of the effect of treatment on quality-
adjusted life year (QALYs) (standard gamble-time trade off techniques)
indicating what risk patients could take in order to gain their preferred health
standards (Goodwin, 1991; Osoba, 1991b). However, this latter use of
assessment of patients’ preferences into decision making raises many
methodological and ethical issues. For example, all aspects of health cannot
be including in a single number (Bowling, 2001; Cella, 1997; Till, 1991).
Also, patients vary significantly in understanding of personal risks to their
health. These may include, for example, old people or those who may have
“unrealistic optimism”, patients who are physically handicapped, socially
isolated or have lost motivation and may accept the greater risk of a radical
treatment over other people with different expectations (Bowling, 2001; Carr
& Higginson, 2001; Till, 1991). The Quality-Adjusted Time Without
Symptoms and Toxicity (Q-TWIST) is the only utility approach that was
developed specifically for cz;ncer patients. Also, the EuroQol, the Visual
Analog Scale and the Quality-Adjusted Life Years (QALYSs) are some more

examples of utility measures.
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Individualized measures have also been developed such as the Schedule for
the Evaluation of Individualized Quality of Life (SEIQOL) (O’Boyle et al.,
1992) and the Patients Generate Index (Ruta et al., [994). Although these
measures have not widely been used, and a number of methodological
obstacles have to be overcome, they have been receiving increasing attention
lately (Scientific Advisor Committee of the Medical Outcomes Trust, 2002;
Carr & Higginson, 2001).
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Table 4.3: Advantages and Disadvantages of HRQOL Instruments.

Examples of HRQOL Instrument

Advantages

Disadvantages

Generic (examples).

SF-36 (Ware et al. 1993).

SIP (Benger et al 1976).

NHP (Hunt et al. 1985).

Provide an overall health statns,

Used in a wide variety of population
or conditions.

Permit cross-study comparisons.
Normative data often available.

Widely tested for and

refiability.

validity

Short version ofien available.
[dentify unsuspected findings.

Sensitivity to comorbid conditions.

Do not detect clinical

changes in QOL.

important

Emphasis on functional status.

Lack of specificity.

Disease specific (Cancer specific).
RSCL (de Haes et al. 1992).
FACT (Cella et al. 1993).

EORTC QLQ-C30 (Aaronson et al.
1993).

FLIC (Schipper et al. 1984).

CARES (Schag et al. 1990)

Describe specific disease problems
and benefit due to treatment

Allow clinically important changes
over time.

Relevant 1o patients.

Used in clinical tnials.

Strong relation to physical disease
findings.

Some provides a module specific to
certain cancer location.

Lack of cross-study comparison
between different conditions.

Lack of normative data and cultural
norms.

Rarely captures all aspects of
functional status and well-being.

Fail to distinguish between treated
and nntreated patients.

Dimension specific.

BDI (Beck et al. 1961).

McGili Pain (Melzack 1975).
HADS (Zigmond and Snaith 1983,

Anxiety and Dipression Scale (Radloff

Describe in details the domain of
interest.
Used across
populations
Cross-study comparison.
Used as screening tools.

range of patients

Does not capture multidimensional
aspect of HRQOL.

Not primarily designed as owtcome
measures.

1997).

Individual. Capture individual perception. Trained interviewer for
Content validity. administration.

SEIQOL (O'Boyle et al.1993). Responsive to change in individuals { Applicable to limited population.
across time. Validity and reliability requires

further assessment.

Utility.

Q-TWIST (Gelber (1991).

Captores individual perception.
Allow cosi-benefit analysis.
Produce single score.

Does not capinre multidimensional
aspect of HRQOL.
Requires statistical interpretation.
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Choosing a HRQOL Instrumént

In a systematic review of literature on HRQOL Fitzpatrick et al. (1998)
suggested eight requirements that should be directed at an instrument when
it is purposed as an outcome measure (Table 2.4). These refer to the general
principles of psychometric theory and should be addressed by any researcher

who may wish to develop a new scale (Cella et al., 2002).

Table 4.4. Eight questions That Need to be addressed in Relation to a
Patient-Based Outcome Measure Being Considering for a Clinical Trial
(Fitzpatrick et al. 1998)

1. Is the content of the instrument appropriate to the questions that the
clinical trial is intended to address? (Appropriateness).

2. Does the instrument produce results that are reproducible and internally
consistent? (Reliability).

3. Does the instrument measure what it claims to measure? (Validity).

4. Does the instrument detect changes over time that matter to patients?
(Responsiveness). |

5. How precise are the scores of the instrument? (Precision).

6. How interpretable are the scores of the instrument? (Interpretébility).

7. Is the instrument acceptable to patients? (Acceptability).

8. Is the instrument easy to administer and process? (Feasibility).

Instruments that have been developed throughout this process and meet all
these standards could be used with more confidence by researchers. A brief

synopsis of these questions is demonstrated next.
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The first consideration should be to ensure that the instrument is suitable for
the intended purpose. The generic or the disease-specific measures, for
example, purported to capture the most important and relevant aspects of

quality of life to a specific patients group (Cella et al., 2002).

Reliability of the instrument refers to the existence of error-random or
systematic after a measurement. In fact, reliability is synonymous with
repeatability and consistency. A question that could be addressed and may
express the reliability of a measure would be: “does the test measure
. produce the same results (consistent results) when repeated in the same
population?” Reliability can be determined using a variety of methods. The
test-retest method assesses the reliability (stability) of a measure and
determines whether similar results are obtained (at two separate time points
in time), whe-n the test measure is administered to the same population.
Similarly the inter-rater method assesses whether similar scores are obtained
by different observers. However, a number of biases can occur, for example,
‘the time between two administrations should be chosen with care. If the
disease progression changes rapidly or patients undergo treatment, the
quality of life measure can be expected to remain stable for a short time. On
the other hand, when the time of measuring is too short the respondents may

remember their last responses (Streiner and Norman, 2003).

The internal consistency is also a method for assessing the reliability of a
measure and is an important concept particularly for multi scales. The term
refers to the homogeneity of the items of a scale, to the degree that items
correlated with one another and with the overall scale score. High

correlation among items is the evidence that a measure is internally
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consistent. The more comprehensive statistical test for the internal
consistency is Cronbach’s alpha coefficient (values range from O to 1 but a
correlation coefficient above 0.70 is important). But, a high value of
Cronbach alpha (0.9-0.999) may mean that the same question is asked more
than once. Finally, one should have in mind the reliability of a measure is
not a fixed property in any one measure, but 1s instead a property that may
be used with certain people under certain conditions (Streiner and Norman,
1995; Hays et al., 1998). Thus, it may not produce generalizable results and

should be reevaluated in new applications (Cella, 1997).

The validity of an instrument refers to its ability to measure what it claims to
measure, for instance, quality of life. In many fields of measurement, the
validity of an instrument is established by comparing it with a “gold
standard” or to a superior measure and the new tool provides evidence of
criterion validity. In psychometrics there are no gold standards, so other
techniques have developed in which the validity of an instrument is

examined indirectly (Streiner and Norman, 2003).

So, the face validity examines the degree to which a measure appears
clinically important and sufficiently appropriate to the setting being
measured - including patients with cancer. Does the tool contain questions
that are appropriate to the area that is measured, and is this area covered

completely? (Streiner and Norman, 2003).

Criterion validity is usunally established by correlating the scale data results

with a pre-existing standardized measure of the same construct (convergent
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validity) - since the gold standard does not exist - or with the results of other

parallel measure (concurrent validity) (Streiner and Norman, 2003).

Construct validity refers to the ability of a measure to produce results that
confirm the theory or the hypotheses. If, for example, a theoretical model
supports that weakness correlated with the stage of patients’ disease or with
muscle strength etc. and a measure confirms the above theory having high
scores (indicating weakness) for people with advanced disease or muscle
debility, then the measure presents some construct validity. Factor analysis
15 an approach that contribuies to construct validity confirming the

multidimensional nature of HRQOL measures (Hays et al., 1998).

Responsiveness to change or sensitivity is also an important requirement of a
measure, particularly in clinical trials. Clinically meaningful changes refer to
those that are expected to occur with time; for example, improving or
worsening health status or changes correlating 1o the proposed treatment and
side-effects. Many criticisms exist about the sensitivity of available
standardized measures given that they may capture only something of the
overall HRQOL of individual patients. They may capture the clinical
changes in patients’ functional level but they are unlikely to reflect changes
in other important aspects of HRQOL such as family support, sexuality,
spirituality or other important components of care or other outcomes of
treatment. Such criticism leads some authors to find difficulties in
interpreting the scores of many of these measures (Carr & Higginson, 2001;
Bowling, 1995). However, as discussed previously, although such aspects
might not be useful as outcome measures, they might serve as explanatory

variables. As with reliability and validity, the sensitivity of an instrument
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can be also established by a number of statistical approaches. These include
correlation of changes in QOL with patients’ clinical status or calculation of

effect-size (Streiner and Norman, 2003).

The precision of a measurement is very important since they wish to express
subjective responses as numerical values. This is assessed through the
response categories used in the instrument (Likert scales or Visual Analogue

scales) (Osoba, 1991).

Interpretability of instruments is a relatively new area that has now begun to
be explored in the clinical arena. This is concerned with the ability of an
instrument to interpret what changes in HRQOL are clinically significant
(Lydick and Yawn, 1998). Small numerical changes, for example, in
HRQOL may have a high level of statistical significance in a large
population. Many authors agree that the level of statistical significance may
fail to reflect the clinical relevance from a patient perspective of changes in
HRQOL scores (Efficace et al., 2004; Osoba, 1999; Cella, 1997; Osoba,
1991b). The assessment of subjective significance information, or the
examination of the differences in mean scores between studies of patients,
are two approaches used in assessing the intérpretability of instruments
(Osoba, 1999). Other approaches are the establishment cut-off points for
clinical intervention (e.g. depression scale) that derive from normal
population or from other disease populations (Weissman et al, 1997) or the

use of clinical anchors or distribution-based techniques (Funk et al., 2004).

During the last two decades a new approach has been taken in the

construction and scoring of instruments. It is based on the “item response
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theory” (IRT) that provides a number of methodological advantages and
contributes to the development of ltem Banks and computerized adaptive
assessment (Ware, 2003a; Cella, 2002; Hays, 1998). The acceptability of a
measure, either by patients or by staff, is a very important property for any
measure. The length of a questionnaire and time taken to complete are
important aspects. Questionnaires that take less than 10 or 15 minutes to
answer are considered brief and may be more preferable to patients with
cancer than long questionnaires (Osoba, 1991). Missing data is a problem,
particularly for long-term follow-up measures, leading to serious problems
in the analysis and interpretation of the results. Patients may miss out items
for many reasons (including not understanding the item) or they may be
unsure about the most appropriate response options, or feel that some items

are not relevant to them (Conroy, 2003).

The feasibility of nsing the HRQOL assessment is also an important issue
and barriers have been described in carrying out assessment. Some of them
related to the time that is demanded for the assessment, the financial support
needed, the perceived lack of an appropriate instrument and the belief that
HRQOL assessment is unrealistic (Osoba, 1991a). Also, any HRQOL
assessment demands ethical consideration with respect to informed consent
and confidentiality of data. This may require an in-depth knowledge by
research staff on collecting HRQOL data.
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4.3 Summary and conclusions

The assessment of QOL within health care has become an interesting area of
research in recent years. Although there is debate with regard to the
conceptualization of QOL, there has been a proliferation of interest in the
assessment of Health-Related Quality of Life (HRQOL) as an ontcome of
disease and treatment. Assessment of quality of life has changed the interest

of quantity of life to quality of life.

This has resulted in a wealth of instruments that purport to assess aspects of
HRQOL. Consideration of the type of instruments and their properties is
fundamental in choosing an instrument for any HRQOL measure. One of the
main issues of concern is whether an instrument is appropriate for use in a
particular patient group. A disease specific instrument promises to be if it
covers important issues for a particular disease and is responsive to changes
over time. Therefore, a consideration of an appropriate assessment of
HRQOL in survivors of cancer of the colon and rectum as well as an

appropriate method of approaching HRQOL assessments is required.
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CHAPTER 5

METHODS

5.1 Introduction

This study utilized a cross-sectional survey designed to assess the current
state of the quality of life of long-term Greek colorectal cancer survivors. It
focused on the disease-related factors and factors regarding patients’
characteristics that might modify the level of HRQOL.

For these research purposes, a self-administered generic and cancer specific
multidimensional HRQOL instrument was used as well as dimension specific
instruments. .

Presented in this section are the research questions, the objectives and
hypotheses as well as the procedures and design of the study. Included are:
description of the criteria instruments, procedures for translation of the

research instruments, estimated sample size of the research and data analysis.

5.2 Research questions

The research questions of this study are:

1. How do Greek colorectal cancer patients perceive their HRQOL during the
post-treatment/survivorship phase?

2. What factors (clinical, demographic) may influence Greek colorectal
cancer patients HRQOL?

3. How do HRQOL measures change for patients with colorectal cancer of

different stages at diagnosis, and at different times since diagnosis?
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5.3 Objectives

To address the research queétions, specific objectives were set:

1. To assess specific dimensions of HRQOL such as the physical
functioning, the emotional/mental functioning, the social/family functioning
and the functional well-being in Greek colorectal cancer survivors following
treatment as measured by FACT-C and MOS Short-form 36 instruments.

2. To determine the overall HRQOL of Greek colorectal cancer survivors as
measured by the FACT-C instrument.

3. To identify specific factors that might contribnte to patients” HRQOL. The
independent variables were: stage of the disease at diagnosis, time since
diagnosis, colostomy appliance, disease recurrence, depression as
comorbidity, relationship with the partner and certain demographic
characteristiés such as age, gender, marital status, educational lever and

income.
5.4 Hypotheses

Hypothesis 1: The overall HRQOL would be higher for those patients further
from diagnosis and with early disease stage.

Hypothesis 2: The HRQOL of patients with a colostomy appliance would be
lower than those without a colostomy appliance.

Hypothesis 3: The HRQOL of patients who experienced remission of the

disease would be better than that of patients with recurrent disease.
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Hypothesis 4: Increased age, depression, poor communication with partner
and lower income status would be associated significantly with poorer

outcomes on the HRQOL of cancer survivors.

5.5 Plan of investigation

A survey design was decided for the present study because the main purpose
of the study was to describe the overall and dimension specific HRQOL
(physical well-being, emotional well-being, social functioning, disease
specific dimension) of a patient’s population, and to compare HRQOL
between groups (stoma patients with non stoma patients or patients with
recurrence or metastasis with patients without recurrence or metastasis).
Furthermore, a cross-sectional survey design permits of making comparisons
over time among HRQOL of patients at different times since diagnosis and

different disease stages that was one of the objectives of this study.

A range of measures were required in order to address the objectives of the
study. For investigating the impact of disease and treatment on HRQOL
domains and overall HRQOL, the primary objective of the study, required a
quality of life measure specific to colorectal cancer patients. The “core”
Functional Assessment of Cancer Therapy-General (FACT-G) was used (a
generic, cancer-specific HRQOL instrument) together with its colorectal
cancer “module” (FACT-C) (Appendix 9). One of the advantages of this
measure, in addition to its responsiveness to disease-related changes in
HRQOL, is that it provides scores for the overall QOL of the research

population.
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It was decided to use the mental component of the generic quality of life
instrument Medical Outcome Study Short Form Health Survey (SF-36)
(Appendix I1).

In order to explore independent variables that may influence or determine
patients’ HRQOL demographic data were gathered directly from the patients
(age, gender, marital status, income, educational level) (Appendix 7). In
addition, disease and treatment data were gathered from medical notes (stage
at diagnosis, time since diagnosis, treatment choice, recurrence) in order to
allow HRQOL comparisons between gender, age groups, income categories,
educational levels, stoma patients with non- stoma and correlations among
HRQOL variables e.g. how disease characteristics such as disease stage, time

since diagnosis or patients’ characteristics are related to one another.

The relationship between depression and HRQOL was also explored by the
use of the depression measure The Center for Epidemiology Studies

Depression Scale (CES-D) (Appendix 13).

The support that patients perceived by their partner as well as how it was
related with their quality of life was investigated by the psychological scale
The Enriching and Nurturing Relationship Issues, Communication and
Happiness (ENRICH) which measures the level of communication between

couples (Appendix 15).

All instruments except ENRICH had officially been adapted and iranslated
into Modem Greek language. The official Greek translated version of FACT-
C (version 4) scale was obtained by the official body the Functional
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Assessment of Chronic Illness Therapy (FACIT) Measurement System,
Center on Outcomes, Research, and Education (CORE) together with
permission for its use.

The SF-36 and the CES-D scales have been officially translated and
validated into Greek by Pappa et al. (2005) and by Foundoulakis et al.
(2001).

For the ENRICH instrument a translation process was required by the

researcher that is described at the section below.

The Consent Form was translated into Greek from the original form by this
author. The letter that invited patients to participate, the information sheet, as
well as the demographic data questionnaire were originally written in
Modern Greek and were translated in English and then were checked by the

academic supervisor.

A pilot stady was carried out in which a small number of colorectal cancer
survivors were interviewed in order to assess the clarity and acceptability of

the research instruments that also is described at the section below.

Sample size calculation was made by STATISTICA, a software programme

details of which are described in the section below.

5.5.1 Translation of the ENRICH research instrument.

The Greek version of the 10-items communication scale of the ENRICH
instrument (Appendix 15) was obtained by following standard translation

procedures. The first step of the translation process involved forward
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translations of the original English questionnaire into Greek by two
translators who were native speakers of Greek. Each translator produced one
translation of the ENRICH items and established a list of translations of the
response choices. Translators were to place emphasis on conceptual and
culturally-sensitive rather than literal equivalence. Differences in translations
were discussed, alternatives were documented and a target translation of
ENRICH was produced. The forward translation was given to two translators
who were native speakers of English and spoke Greek, who translated the
questionnaire back into English. The translations were discussed for
equivalence, and modifications were made to some translations.

There were differences between forward and backward translation regarding
the phrase “silent treatment” of item 2 of the instrument. During the forward
translation the above phrase was translated into Greek as (adiaforia) and
during backward translation process the word (adiaforia) translated back to
English as “indifference”. It was decided to translate the phrase “silent
treatment” as (adiaforia) since in Greek this word means the lack of interest
or attention.

Finally, the modified forward translated instrument was pilot tested with a
small group of colorectal cancer patients (N=10). Respondents completed the .
questionnaire and were asked if they found any items difficult to understand
or the answer, confusing or upsetting. Generally all items were well accepted
by patients without any problems in understanding. The only problem that
emerged by pilot testing was about the group of patients who were divorced
or was widow/widower since the communication scale of the ENRICH
questionnaire investigates the relationship between partners. As one of the
purposes of this study was to investigate the independent variables that

contribute to patients’ quality of life it was decided that anyone person who
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~ was close to patients and could be a support, or not, to them would be
accepted as the person who contributes to his/her quality of life. The
communication scale of the ENRICH instrument was, however, administered
to those patients who lived without a partner asking them to reply to the
questions in case an important person did snpport them. In this case the
phrase “my partner” that used in some items of the instrument modified to

“this person” for this category of patient.

5.5.2 Pilot testing

The research questionnaires were administered to colorectal cancer survivors

for pilot testing before administering 1o the research population.

Methods

Identification of Patients

Ten colorectal cancer patients coming to the clinic for follow-up examination
were approached by the researcher and interviewed with their physician’s
permission. Patients who took part in the pilot study were identified as being
snitable according to the same eligibility criteria set for the research study.
Purposeful sampling allowed a cross section of subjects to be identified. So,
patients were recruited who represented different Duke’s stages, treatment
choices, different times from diagnosis (early-term, middle and long term
survival), and a variety of socio-demographic characteristics. The table 5.1
below shows the socio-demographic and clinical features of the pilot

patients.
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Table 5.1 Socio-demographic and clinical features of the Patients (n=10)

1AGE (mean) 62.5 years (27-76)
SEX ‘ 6 male, 4 female
MARITAL STATUS 9 married, 1 widow
OCCUPATION 4 retired

2 housewives

4 full-time workers

TIME SINCE DIAGNOSIS Long-term: 5
Mid-term: 2
Earl-term: 3

STAGE 3 Stage B,
7 stage C

TREATMENT INTERVENTION Surgical resection,: 10

Colostomy:2
Chemotherapy: |
Radiation therapy: 2

RECURRENCE/METASTASIS Liver:2

Liver and Lung:2

Recruitment and data collection

The researcher was introduced o patients identified as being eligible and
discussed the study with them in a private room. They were informed of the
aim of pilot testing, conduct of the study and were asked to participate.
Patients who opted to take part in the testing were asked to examine and
“think aloud” as they completed the questionnaires in order to gather their
perceptions of the instrument’s completion taking into account the following:
1. Whether they had difficulties in replying to the questions

2. Whether there were items that they found confusing

3. Whether difficult words were used
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4. How they wonld have rephrased a confusing question

5. Whether they had problems distinguishing between the points within the
answer scale.

6. Whether they felt that any questions were irrelevant to their current health
situation.

7. Whether there were too many questions or whether some of them shonld
not have been included, thus avoiding overload.

8. They were also asked if they found some questions a distressing reminder

of their period of illness.

The researcher kept notes for each patient’s comments according to the

above.

Results

Fourteen patients were initially identified as being suitable for the pilot
study. Two patients immediately declined to take part because they not had
time to be interviewed and two others were withdrawn due to illness.

Therefore, ten patients eventually participated in the pilot testing.

In general, the patients were positive about the questionnaires. Most found
the questionnaires clearly worded without facing any serious problems in

replying to the items.

Although most patients found psychological issnes very relevant and
important to be asked they felt that questions about physical health tended to

repeat often. Taking into account this comment it was decided to take out the
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physical component of SF-36 questionnaire in order to minimize patients’
burden. SF-36 physical component was selected to be excluded because the
SF-36 questionnaire does not produce a score for overall QOL. In order to
address a primary purpose of the study the FACT-C questionnaire was
preserved as it produces a summary score for overall QOL. So, only the

mental component of SF-36 questionnaire included in the study.

Two patients suggested that the list of occupations /jobs that were included in
the demographic data questionnaire was limited. According to this comment,

in the Employment Status list was added the option “other job”.

One man found the wording of items C8 and C9 of FACT-C instrument
(ostomia) and (orthostomia) (stoma area) not very clear and suggested to
rephrase them into (colostomia). Since this would have not changed the
overall meaning of the items as well as the fact that the word (colostomia) is
a colloquial word and widely used in Greek language for expressing this
meaning, it was decided to adapt these items according to patient’s
suggestion.

Two patients faced problems in the understanding of the word (naftia)
(nausea) in FACT-C instrument GP2 item. It was decided to keep the word
(naftia) and to add the translation of the word into Greek for those people
who may face any problem about its meaning. So, the GP2 item became (eho
naftia e tassi gia emeto) (I feel nauseated).

One woman found the GP3 item of FACT-C instrument confusing. When she
was asked what made it so she answered that she faced difficulty in
understanding the phrase (fissikis mou katastasis) (my physical condition).

When the phrase changed to (somatikis mou katastasis) (my bodily
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condition) she did not face any problem. So, this phrase was changed to the
above suggestion taking into account that it is a phrase that focuses on
problems that related to physical well-being. Thus it is familiar to everyone

and did not change the meaning of the phrase.

Two patients mentioned that SF-36 and CED-S instruments should have used
a bigger font and larger spacing between the lines. According to them, and
given that the research population would be older people, changes were made

to the font and spaces in all instruments.

Changes made by pilot study results concerning the ENRICH instrument

were described in detail in a previous section.
5.5.3 Sample size

Concerning sample size, the Power and Sample size calculation subroutine of
the statistical software programme <STATISTICA> was employéd to
establish the parameters for analyzing sample size for multiple regression.
The question to be answered was the following: How big a sample size
would we need to have a power of 0.80 and Type I Error (Alpha)= 0.05, in a
situation where there are 9 predictor variables (age, sex, stage at diagnosis,
time since diagnosis, economical status, educational level, colostomy,
metastasis, depression)?

In a study of HRQOL evaluation for long-term survivors, Ramsey et al.
(2002) used multiple regression with HRQOL measures as dependent
variables (health utility index, SF-36, FACT-C self evaluation). Time since
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diagnosis, income, co-morbidity, and chronic diarthea were included as
predictor variables. The proportion of variation explained (R*) was modest
and ranged from 12.5% (for HUI) to 22.8% (for self-evaluation). Thus, a
value of sample R*=18% can be considered realistic.

For these figures, a sample size (N) equal to 137 is estimated to be sufficient
for 9 predictor variables in order to achieve a power of 0.80, assuming that
the population coefficient of determination (P?) is equal to 0.35, thus
rejecting the null hypothesis that P’<R* The value of P* =0.35) can be
considered satisfactory, since it explains one third of the variance in QOL

accounted for by the regression.

~ 5.5.4 Participants

Since the population of interest of the present study was colorectal cancer
survivors, colorectal cancer patients from the archives of two Athenian
institutions were identified. The institutions were one public oncology
hospital and one private oncology clinic. This was done in order to obtain
socioeconomic heterogeneity among patients. The public hospital most
commonly provided its services to a population of low socioeconomic level
whereas the private clinic cared for patients of middle and upper-middle
socioeconomic level. Also, the archives from which the data were collected
involve patients from all over Greece and of both sexes, who satisty the
inclusion criteria. Therefore, it was a sample that except of the socio-
demographic heterogeneity among people (different income categories and

educational levels) it involved patients with various medical conditions. So,
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patients from all disease stages as well as from all periods of time since
- diagnosis were included into thé study.

So, 145 Greek patients of both sexes, diagnosed with cancer of the colon and
rectum who had survived at least 1 year from initial diagnosis were

investigated.

Survival from colorectal cancer was determined in time periods from the date
of initial diagnosis: “Early-term” {1 year post treatment), “Middle-term” (2-4

years post treatment) and “Long-term” (>5 years post treatment).

The demographic characteristics of the study sample (age, gender, marital
status, educational level, employment status, income) as well as and the
medical characteristics (disease stage, diagnosis, time since initial diagnosis,
type of therapy, stoma, non-stoma patients, reccurence, metastasis) are

presented below in table 5.2. and in table 5.3.
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Table: 5.2 Demographic characteristics of colorectal cancer survivors (N=145)

No %o
Gender
Male 87 60
Female 58, 40
Age (yrs)
<60 67 46.2
61-70 45 310
>70 33 22.8
Marital Status
Single 9 6.2
Married 114 78.6
Divorced 9 6.2
Widowed 13 9.0
Education
Primary school 30 20.7
Secondary School 53 36.6
College/University 62 42.7
Employment Status
Unemployed 2 1.4
Household 15 10.3
Retired 73 503
Clerk Officer 23 159
Skilled workman 1 0.7
Farmer 1 07
Work in their own job 17 11.7
Other 6 4.1
Not working due to disease 7 4.8
Family Income (enros per month)
<440 14 10.8
440-880 27 20.8
881-1.467 28 215
1.467-2347 33 254
2,347 28 215
Missing L5
Residence
Athens 109 752
Province 36 248
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Table 5.3: Disease-related characteristics of the sample (N=145)

No %
| Diagnosis . ) .

Colon cancer 100 69.0
Rectum cancer 45 31.0
Disease stage at diagnosis
Stage B
Stage C 55 37.9
Stage D 79 , 54.5

11 7.6
Years since diagnosis
1-2 36 24.8
2-4 75 51.7
>5 34 235
Type of therapy
Colectomy 142 97.9
Adjuvant Chemotherapy 139 95.8
Adjuvant Radiation Therapy 42 29.0
Ostomy 22 15.2
Metastasis 38 26.2
Recurrence 8 55

Eligibility was determined by the inclusion and exclusion criteria below.

Inclusion criteria

a. Cancer of colon and rectum was a confirmed diagnosis and the primary
malignancy.

b. Patients had survived at least | year since the time of diagnosis.

c. They were over the age of 18 at time of diagnosis.

d. Dukes B, C, or D tumor stage were confirmed.
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-e. They had not received any treatment (surgery, chemotherapy, radiation
therapy) for their disease in the past month. Since the main purpose of the
study was to capture the late effects of the disease and its treatment on
patients’ quality of life since any treatment had been completed, the short
term side-effects of any treatment would contribute to the difficulty in
capturing the late effects of the disease on cancer survivors. 1t was supposed
that a ume of one month would be sufficient for any short side-effects to

have ceased.

Exclusion criteria

a. Difficulties in reading or understanding Greek.
b. A second non-colorectal carcinoma-irelated malignancy.
c. Patients with known evidence of cognitive impairment or severe mental

1llness.

5.5.5 Recruitment and data collection strategy

The survey was conducted between March 2003 and July 2006. The eligible
patients were identified from the period of the last 12 years; that is between

1993 and the end of 2005.

Permission for having access to the public hospital archive was obtained
from the director of the institutions and information relating to general health
status, type of disease, disease stage, type of surgery, and other adjuvant
therapy (chemotherapy or radiation therapy that follow surgery) received was

obtained from medical case notes. Permission was also obtained from
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subjects’ physicians before the individuals were contacted and consent

gained. The consent form was also obtained from the patients.

From the first archive those patients who met all eligibility criteria were
selected. All selected patients were contacted by phone in order to monitor
the population that had died or changed address. Because the response rate
was low, particularly due to those subjects with advanced disease and those
who might were moved, re-sampling through the use of the second archive
was necessary.

During telephone communication, the investigator had the opportunity to
screen patients’ ability to speak and understand Greek. The telephone
respondents were informed about the research purposes as well as the fact
that permission to contact them and use of their personal data (name,
telephone number, address) had been obtained from their physicians. Those
patients who accepted to learn more about the study were sent by mail a
letter marked “Private and Confidential” with a letter, a detailed information
sheet with a reply slip. In the patient’s letter, direct contact details were given
for the researcher, including a 24 answer phone if patients had any queries or
concerns (APENDIX 1, 2). The information sheet included details about the
aim of the research the significance of their participation as well as
instructions on how to complete the questionnaires (APENDIX 3, 4). One
week after sending the letter and the information sheet a telephone contact
would confirm that patients had received it. During telephone
communication the investigator had the opportunity to discuss any aspect of
the study in a further detail. For people who did not receive the letter a new

one was sent.
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Participants who accepted to participate in the study and finally returned the
reply slip were sent a Research package by mail.

- After two weeks, non-respondents were sent a second research package and
reminder to complete. Four patients declined to compleie the survey at this

time and were not contacted again.
5.5.6 Response rate

Through the archive survey, 362 eligible patients were identified and
contacted by phone. Of the patients contacted, 196 answered the phone call
(54.1%). Five of them had difficulties in communication due to low
educational level or because of advanced age. So, the information sheet and
the reply slip were sent to 191 eligible patients. One hundred and forty nine
patients accepied the invitation to participate in the study by sending the
reply slip and so they rececived the Research Questionnaires. Nineteen
patients needed a reminder to complete. In total, from those patients who had
been sent the letter, the information sheet and the reply slip one hundred and
forty five (145) patients returned the completed questionnaires (response rate
75.9 %).

5.5.7 HRQOL assessment administration

Patients were asked to complete the Research Package that included:
a. A consent form (APPENDIX 5, 6)
b. A Demographic data questionnaire (APPENDIX 7, 8).
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c. A copy of the research questionnaires (FACT-C, SF-36, CES-D,
ENRICH) (APPENDIX 9-16). (Detailed description of these questionnaires
and the rationale for their use is discussed in the section below).

d. Two stamped addressed envelopes: one for remrning the completed
questionnaires and the other for returning the signed consent form. The
signed consent form was returned separately for ensuring the anonymity of

the completed participants’ questionnaires.

5.6 Description and validation of the instruments

The Demographic data questionnaire included questions about: age, gender,
marital status, educational level, employment status and income-factors that

may influence patients’ QOL.

The Functional Assessment of Cancer Therapy (FACT) system is one of the
most widely used QOL assessment system and its development commenced
in 1987 by David Cella in the USA. The sysiem has already been used by
international research organizations. One of the important advantages has
been the emphasis on cross-cultural development in a range of languages and
cultures. The system contains the core generic instrument (FACT-G) that
assesses health status of cancer patients in terms of 4 HRQOL dimensions:
physical well-being (PWB, 7 items), emotional well-being (EWB, 6 items),
social well-being (SWB, 7 items), and functional well-being (FWB, 7 items)
(Cella et al., 1993). Disease-specific subscales have been developed to
complement the FACT-G. Each subscale addresses concerns associated with
the specific cancer. Colorectal Cancer Subscale (CCS) contains 9 items that

assess issues related to the QOL of all disease stages in colorectal cancer
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patients, covering a variety of areas such as stoma related issues, emotional
status, social effect of illness and functional changes. Each item is rated on a
5-point Likert type scale. The FACT-C instrument is a measure which
combines the FACT-G with the 9-item colorectal cancer subscale (CCS).
Scoring of FACT-C allows for the calculation of individuals’ subscale scores
which are then added to produce an overall QOL score; higher scores reflect
better QOL. The summary scores range from 0 (worst possible) to 144 (best
possible) (Ward et al., 1999).

In the original study (Cella et al., 1993) internal consistency of three out of
five scales (PWB, FWB, and EWB) and total QOL score of FACT-C
instrument was >0.70 (Cronbach’s Alpha coefficient). The SWB was below
this, with an Alpha coefficient of 0.69. Test-retest reliability on 70 patients
was undertaken and the response rate was high at 86% and correlation
coefficients ranged from (0.82-0.92 for all scales. In the validation of the
colorectal cancer specific instrument, (FACT-C) (Ward et al., 1999) for both
the English and Spanish versions, internal consistency was above 0.85
(Cronbach’s alpha coefficients) for the FACT-C total score and above (.84
for the FACT-G total score. So, the FACT-C evidenced good internal
consistency reliability.

As far as construct validity 1s concerned, the FACT-C was compared to other
psychosocial measures. Correlational analyses showed a significant positive
association with positive mood indicators and significant negative
correlations with negative mood indicators. Therefore FACT-C has
evidenced good concurrent validity (convergent). The FACT-C was able to
distinguish between groups based on functional status and extent of disease.
The FACT-C has also been found to be sensitive to change in functional
status. The FACT-C (both English and Spanish versions) appears to be
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sufficiently reliable and valid measure of HRQOL for use in research with
colorectal cancer patients (Ward et al., 1999). The official Greek translated
version of FACT-C (version 4) scale was obtained by the official body the
Functional Assessment of Chronic lllness Therapy (FACIT) Measurement
System, Center on QOutcomes, Research, and Education (CORE) together

with permission for its use.

Medical Outcome Study Short-Form 36 Health Status Survey (MOS SF-36),
version 1. The MOS SF-36 is a generic well-established instrument
measuring HRQOL that measures physical, psychosocial functioning and
morbidity due to health condition through eight health concepts: physical
functioning, limitation in role functioning due to physical health problems,
bodily pain, general mental health capturing feelings of nervousness,
unhappiness and sadness, limitations in role functioning due to emotional
problems, vitality, social functioning and general health perceptions (Ware et
al., 2003b). The SF-36 instrument has been validated in many European
countries such as France, Italy, Germany, Spain, U.K., Sweden, Denmark
(Gandek &Ware, 1998). It has been validated in Greece and normative data
from a Greek general population have been provided by Pappa et al. (2005).
The SF-36 subscales have been reported to have satistactory alpha reliability
coefficients ranging from 0.73 to 0.94. (Ware et al., 2003b).

In the Greek version, internal consistency, measured by Cronbach’s alpha,
ranged from 0.79 to 0.95. Item discriminant validity showed that items
discriminated well across scales while the Greek version provides evidence
of a distinction between sub-groups of respondents in terms of known socio-
demographic or clinical differences (Pappa et al., 2005). With regard to
construct validity, Anagnostopoulos et al. (2005), using a structural equation

100



modeling method, confirmed the multidimensional structure of the SF-36
observed in the U.S and many European countries, and underscored the
feasibility of multinational comparisons of health status using this
instrument.

According to the pilot testing results of the present study only the mental
component of SF-36 was administered that included a four-item vitality
scale, a two 1tem social functioning scale, a three-item scale measuring role
limitations due to emotional problems and a five-item scale measuring
mental health. For each item, responses were coded, summed and
transformed into a scale ranging from O (worst possible health status) to 100
(best possible health status) (Ware et al., 2003b). The physical component of
SF-36 was not administered since it overlapped with the FACT-C

guestionnaire.

The Enriching and Nurturing Relationship Issues, Communication and
Happiness (ENRICH) is a self-administered 115-item instrument that
describes marital dynamics for research (Olson et al., 1982). It contains
twelve content categories which are as follows: Idealistic Distortion, Marital
Satisfaction, Personality Issues, Communication, Conflict Resolution,
Financial Management, Leisure Activities, Sexual Relationship, Children and
Marriage Family and Friends, Equalitarian Roles and Religious Orientation.
The communication scale of ENRICH was used for studying the impact of
colorectal cancer on the relationship between colorectal cancer patients and
their partner. It is a brief 10-item scale that measures individual’s feelings,
beliefs, and attitudes related to communication with her/his partner. Items
focus on the level of comfort felt by both partners in being able to share

important emotions and beliefs with each other, the perception of the
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partner’s way of giving and receiving information, and the respondent’s
perception of how adequately she/he communicates with their partner. Each
item is rated on a 5-point Likert type scale. (Olson et al., 1982). According to
the author “high scores reflect the couple’s awareness and satisfaction with
the level and type of communication in their relationship. Low scores reflect
a deficiency in the level of communication essential to satisfactorily maintain
a relationship and focus on the need to work on improving their
communication skills” (Olson, 1982, p.47). Since for seven items 2, 3, 4, 5,
6, 7, 9, a high score indicated poor communication, these items were reverse-
scored in order to reflect good communication. The alpha reliabilities for all
the ENRICH scales averaged 0.74 while test-retest reliability was assessed
over a week period and the average reliability was 0.87 with a range from
0.77 to 0.92 across all the categories. Because ENRICH instrument had not
officially been translated into Modern Greek language a translation process

was required by the researcher that is described in the section 5.5.1.

The Center for Epidemiology Studies Depression Scale (CES-D) is a
unidimensional self-reported instrument, consisting of 20 items designed to
measure depression symptomatology in patients with emphasis on the
affective éomponent of depressed mood (Radloff 1977). It is commonly
used to measure depressive sympiomatology in cancer patients. It has been
officially translated and validated in Greece (Foundoulakis et al., 2001) and
its alpha reliability coefficient is quite satisfactory (a=0.95). The score is the
sum of the 20 item weights. Each item is rated on a 4-point Likert type scale.
CES-D values ranged from 0 to 60, with higher values indicating more
depression symptoms. In screening studies, a cut-otf-score of >16 has been

validated as identifying individual at high risk for depression in older adults
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(Weissman et al., 1997) while for Greek population the cut off level is 23/24
(Foundoulakis et al, 2001).

5.7 Methods of data analysis

The cross-sectional profile of patients included descriptive statistics and
exploratory analysis. These included descriptive statistics of demographic
and disease-related characteristics of the sample and description of mean

values of HRQOL variables.

Histograms related to scale variables (FACT-C, SF-36, CES-D, ENRICH)
were performed for evaluating the normality of variables. Because
histograms showed skewed HRQOL data, the non-parametric Kruskal-Wallis
H test was used for comparing differences in HRQOL across colorectal
cancer Dukes’s stages and times since diagnosis. Differences in HRQOL
between two group categories such as stoma patients and non-stoma patients
or patients with metastasis and patients without metastasis were tested using

the non-parametric Mann-Whitney U test.

The method of data analysis utilized in this study for evaluating the effect of
- predictor variables on global HRQOL was the logistic regression analysis.
The statistical programme utilized for the analysis of the data was the

Statistical Package for the Social Sciences (SPSS) version 11.

103



5.8 Ethical considerations

There are practical and ethical difficulties when doing research involving
people with cancer and it is important to protect the rights of all study
participants. One important factor that must be considered is fatigue, both
mental and physical. For this reason, the researcher aimed to diminish
respondent burden by focusing data collection on specific issues (i.e. the
relevant domains of HRQOL.).

Patients’ medical records were reviewed and the researcher liaised with the
relevant physicians before approaching suitable patients. Detailed records of
the recruitment process were kept and identified patients were approached
and informed of the study and written information was given. Sufficient time
of two weeks was given 1o allow patients to consider participation before

informed consent was obtained.

Patients were provided with a detailed information sheet about the purpose of
study and a signed consent form was obtained. A copy of their signed
consent form was sent to all participants. All patients were informed that
they would be able to withdraw from the research at any time and without
giving reasons and without detriment to their care. Also, patients were
informed about the possible effects that may be caused by their participation
and what the potential risks might be. The possibility patients to find some of
the questions upsetting or face difficulty in answering some of the questions
or they may becoming tired was set. These potential issues were minimized
by providing clear instructions on how to complete the questtonnaires, and

by providing a contact telephone number if patients had any queries or
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concerns about the questionnaires. They were assured that all data from this
project would be confidential and wounld be used only for research purposes.
The anonymity of the collected data would be also presented. So, a unique
code number was be placed on each questionnaire and corresponded to a
private medical record that the researcher kept for each patient. This code
was only be accessible to the researcher and kept in a locked storage file,
separate from the research data. Also, the anonymity of each patient was
ensured by asking the patients to return the consent form separately from the
questionnaires using the stamped addressed envelope that was enclosed in

the research package.

Participants were also informed that the investigator was a research student
and permission to contact them and use their personal data (name, telephone
number, address) had been obtained from their physiciané. They were also
informed that the data may be nsed in written and oral presentations

(Appendix 3, 4).

Permission from the relevant and necessary authorities had been granted to
undertake the research, including ethical protection of participants, tn the
chosen study sites (Appendix 17, 18). Formal ethical approval process is not
required to undertake research in Greece and Ethics Committee has not been

established in the Greek hospitals in which the research took place.
Also, ethical approval was not obtained from the University of Wales

Swansea Research Ethics Committee because at the time that the research

was undertaken the School of Health Sciences Research Ethics Committee
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had not been established. Subsequently, approval was sought and obtained

from the Ethics Committee of Middlesex University.
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CHAPTER 6

RESULTS

6.1 Introduction

This chapter is directed toward providing answers to the research questions
addressed in the Methods chapter._The data collected were analysed using
the Statistical Package for the Social Sciences (SPSS) version 11. Statistical
analysis was carried out using descriptive statistics. Appropriate non
parametric tests such as Kruskal-Wallis H test and Mann-Whitney U tests
were used for evaluating differences between group categories and
continuous data. Furthermore, hierarchical logistic regression analysis was
carried out for evaluating the effect of independent variables on a selected
dependent variable.

The present study was designed to answer the following questions:

1. How do Greek colorectal cancer patients perceive their HRQOL during
the post-treatment /survivorship phase?

2. What factors (demographic or clinical) influence colorectal cancer
patients HRQOL?

3. How do HRQOL measures change for patients with colorectal cancer of

different stages at diagnosis, and at different time since diagnosis?

6.2 Demographic and disease-related characteristics of the

respondents

Table 6.1 summarizes the demographic characteristics of the respondents.
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Table 6.1: Demographic characteristics of colorectal cancer survivors (N=145)

No %o
Gender
Male 87 60
Female 58 40
Age (yrs)
=60 67 46.2
61-70 45 31.0
>70 33 228
Marital Status
Single 9 6.2
Married 114 78.6
Divorced 9 6.2
Widowed 13. 9.0
Edncation
Primary school 30 20.7
Secondary School 53 36.6
College/University 62 42.7
Employment Statns
Unemployed 2 14
Househald 15 10.3
Retired 73 50.3
Clerk Officer 23 15.9
Skilled workman 1 0.7
Farmer 1 0.7
Work in their own job 17 11.7
Other 6 4.1
Not working due to disease 4.8
Family Income (enros per month)
<440 14 10.8
440-880 27 20.8
881-1,467 28 215
1,467-2,347 33 254
2,347 28 21.5

" | Missing 15

Residence
Athens 109 75.2
Province 36 24.8
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Reflecting the fact that the incidence of colorectal cancer increases with age,
more than half (53.8%) of the respondents were older than 60 years (range=
27- 83 yrs, mean= 61.40, SD="11.00) while 60% of them were male. In
epidemiological studies the estimated ratio for men and women is 1.3:1 for
colon cancer and 1.5:1 for rectal cancer respectively. In this case, the
estimated ratio was 1.5:1. The distribution of the ages is presented in figure
6.1.

The majority of the respondents were married (78.6%) and well educated,
with 36.6% reporting secondary education and 42.7 % reporting college/
university education. Half of the participants (50.3%) were retired and only
4.8% reported unemployed due to the disease. Also, a minority of the
respondents reported a low income status (10.8%) and the majority of the

participants were (75.2%) living in the capital city of Athens.
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Figure 6.1: Distribution of ages
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The ages of the participants were relatively normaly distributed while the

majority of the respondents were older than 60 years.
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The disease-related characteristics of the study sample are presented in
Table 6.2.

Table 6.2: Disease-related characteristics of the sample (N= 145)

N Yo
Diagnosis '
Colon cancer 100 69.0
Rectum cancer 45 31.0
Disease stage at
diagnosis
Stage B 55 379
Stage C 79 54.5
Stage D 11 7.6
Years since diagnosis
1-2 36 24.8
2-4 75 51.7
25 34 23.5
Type of therapy
Colectomy 142 979
Adjuvant Chemotherapy 139 95.8
Adjuvant Radiation therapy 42 29.0
Ostomy 22 15.2
Metastasis 38 26.2
Recurrence 8 5.5

Most of the respondents were diagnosed with stage C (54.5%) and stage B
(37.9%) of the disease (Figure 6.2). The time elapsed since the initial
diagnosis was on average 3.2 + 2.2 years (Figure 6.3) and the majority of
patients had received both surgery (97.9%) and chemotherapy (95.8%).
Metastases are recorded for 38 patients (26.2%). Less than one third of the
sample had received radiation therapy while twenty two respondents (15.2

%) had received a colostomy appliance.
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Figure: 6.2: Disease stages at time of initial diagnosis
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The propotion of colorectal cancer stages (B, C and D) at time of initial

diagnosis was prevalent for stages C (55%) and B (38%).
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Figure 6.3: Pie chart showing proportion of participants by time since

diagneosis
>=5 yrs upto1 yrs
29% 25.0%
2-4 yrs
521%

More than half of the patients survived 2-4 yrs from the time of the initial
diagnosis while the proportion of patient who survived 5 yrs and beyond was

22.9% and a propotion 25% survived up to 1 year.
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6.3 Choice of statistical tests

Histograms related to scale variables (FACT-C, SF-36, CES-D, ENRICH)
were performed for evaluating the normality of distributions (Figure 6.4,
Figure 6.5, Figure 6.6, Figure 6.7). Because the distributions were skewed
non-parametric tests were performed to evaluate the unadjusted, stratified
data. So, differences in HRQOL across colorectal cancer stages and times
periods from diagnosis were compared using the Kruskal-Wallis H test.
HRQOL differences between stoma and non stoma patients as well as
between patients with recurrence or metastases and patieats without
recurrence or metastases were tested using the Mann-Whitney U test. Also,
since the study data was skewed a non parametric logistic hierarchical
regression analysis was carried out for evalunating the effect of predictor

variables on global HRQOL..
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Figure 6.4: Frequency histogram for total FACT-C scale scores
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This figure showed that the distribution of FACT-C total scores was
negatively skewed. Therefore, the data was not normally distributed.
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Figure 6.5: Frequency histogram for SF-36 mental health scale scores
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The distribution of SF-36 scores was negatively skewed. Therefore, the data

was not normally distributed.
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Figure 6.6: Frequency histogram for CES-D scale scores
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The distribution of CES-D scores was positively skewed. Therefore, the data

was not normally distributed.
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Figure 6.7: Frequency histogram for ENRICH scale scores
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The distribution of ENRICH scores was negatively skewed. Therefore, the

data was not normally distributed.
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6.4 Summary measures of research questionnaires

~ Overall health related quality of life as measured by FACT-C questionnaire
averaged 109.46 (SD=17.15, range= 58-132). In general, respondents rated a
summary measure of HRQOL as relatively high (possible range 0-144,
mean=72). Depressive symptomatology, as measured by CES-D, averaged
9.85 (SD=9.10, range= 0-43) which is a low score given that the cut-off
score for depressive symptoms is 23/24. Communication scale of ENRICH
instrument averaged 40.31 (SD=9.31, range= 11-50). The mental component

of SF-36 does not produce a summary score.

6.5 HRQOL by stage and time since diagnosis

Tables 6.3, 6.4 and 6.5 list mean (SD) values and median (ranges) values of
the overall FACT-C HRQOL and FACT-C subscales by stage at diagnosis

and time since diagnosis.
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Table 6.3: Average Overall FACT-C Score by Stage and Time since Diagnosis

Stage Time since diagnosis
1- 2. year 1 2-4 years. |-25 years.
Mean (SD) Mean (SD) Mean (SD) .
Median (range) Median (range) Median (range)
B 116.44 (11.52) 108.19 (15.53) 108.50 (17.89)
114.0 (100-132) 113.0 (60-127) 113.0 (67-127)
C 109.60 (21.17) 108.00 (1877) 110.08 (11.56)
116.0 (58-128) 111.0 (58-132) 107.0 (91-126)
D 103.80 (22.17) 117.00 (18.38) 124.00
112.0 (66-121) 117.0 (104-130) 124.0
e 1.249 0.458 1.784

Overall FACT-C scores (Table 6.3) did not differ substantially by stage at
diagnosis and different times since diagnosis. A Kruskal-Wallis test
indicated that patients with different disease stages at diagnosis did not differ
significantly 1-2 years after diagnosis (p=0.536), 2-4 years after diagnosis
(p=0.795) or more than 5 years after diagnosis (p=0.410). Also, there is not a
significant trend toward declining HRQOL for more advanced stages of

colorectal cancer.
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Table 6.4: FACT-C Subscale Scores by Stage at Diagnosis

Colorectal Physical well- | Social well- Functional Emotional

cancer module | being being well-being well-being
Duke’s Mean (SD) ' Mean (SD) Mean (SD) Mean (SD) Mean (SD)
Stages Median (Ranges) | Median (Ranges) Median (Ranges) | Median (Ranges) Median (Ranges)
B 4.92 (3.62) 2.80 (3.85) 20.75 (5.00) 21.94 (6.20) 4.35(3.97)

4.5 (0-16) 2.0 (0-16) 22 (0-24) 24 (0-28) 4.0 (0-16)
C 5.11 (4.14) 3.59 (4.38) 20.73 (3.56) 21.71(5.32) 4.71 (4.84)

4.0 (0-19) 2.0 (0-20) 21.5(16-24) 22.5(9-28) | 5.5(0-13)
D 5.55(4.82) 4.00 (5.43) 21.50 (2.72) 21.50 (6.54) 5.40 (5.08)

4.0 (0-13) 2.0 (0-17) 21.5 (16-24) 22.5(9-28) 5.5 (0-13)
r 0.013 0.730 0.787 0.368 0.178

Examining all subscales of the FACT-C across all stages at diagnosis (Table
6.4) a kruskal-Wallis test indicated that none of the HRQOL aspects of

FACT-C were associated significantly with Duke’s stages at diagnosis. For

physical well-being p=0.69, social well-being p=0.67, emotional well-being

p=0.91; functional well-being p=0.83 and for colorectal cancer module
p=0.99.
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Table 6.5:

FACT-C Subscale Scores by Time Since Diagnosis

Colorectal Physical well- | Social well- Functional Emotional

-cancer module | being being well-being well-being
TSD* | Mean (SD) Mean (SD) Mean (SD) Mean (SD) Mean (SD)

Median (Ranges) | Median (Ranges} | Median (ranges} Median (Ranges} | Median (Ranges)
1 year |4.91(3.96) 3.23 (4.00} 21.85(2.62) 22.21(5.53) 4.61 (4.67)

4.0 (0-16) 2.0(0-17) 23 (14-24) 24 (8-28) 3.0 (0-14)
2-dyrs | 5.20(4.05) 3.57 (4.74) 20.73 (4.41) 21.15 (6.20) 4.73 (4.88)

4.0 (0-19) 1.0 (0-20) 22 (0-24) 23 (0-28) 4.0 (0-19)
>S5yrs |5.03(3.93) 2.87(3.34) 19.72 (4.47) 22.72 (4.65) 443 (3.58)

| 4.5(0-15) 2.0 (0-16) 21 (8-24) 24 (7-28) 4.0 (0-14)

+r 0.162 0.561 4.432 1.453 0.160

Examining all subscales of the FACT-C across all limes since diagnosis

(Table 6.5) a Kruskal-Wallis test indicaled that none of the HRQOL aspects

of FACT-C were associated significantly with different times from the initial

diagnosis. So, for physical well-being p=0.75, social well-being p=0.10,

emolional well-being p=0.92, functional well-being p=0.48 and for

colorectal cancer module p=0.92.

Table 6.6 list summary values of SF-36 HRQOL dimensions, Depression

and ENRICH scales by stage al diagnosis.
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Table 6.6: Mean (SD) SF-36 HRQOL Scores, Depression Scores and ENRICH

Scores by Stage at Diagnosis

| Stage. at. | VT SF RE MH .CES-D | ENRICH. |

diagnosis

B 7491 85.45 78.79 74.05 9.36 40.97
(18.94) (18.94) (32.94) (19.66) (8.39) (8.69)

C 73.12 80.38 70.99 75.16 10.27 40.41
(22.52) (25.61) (37.60) [ (18.87) (9.46) (8.99)

D 70.00 80.00 80.00 75.60 10.10 36.50
(30.18) (25.14) (35.83) (20.26) (10.52) (13.52)

L 0.012 1.818 1.788 0.100 0.167 0.751

There is little variation in SF-36 HRQOL mean scores, CES-D, and

ENRICH mean scores after stratification by slage at diagnosis (Table 6.4).

Kruskal-Wallis test showed that this varialion is nol statistically significant
at the 5% level in the vitalily scale (VT) (p=0.99), social funclioning scale
(SF) (p=0.40), role emotional scale (RE) (p= 0.40), mental health scale
(MH) (p=0.10), CES-D scale (p=0.92) and ENRICH scale (p=0.68) in stages

at diagnosis.

Table 6.7 list summary values of SF-36 HRQOL dimensions, Depression

and Communicalion scales by time since diagnosis.
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Table 6.7: SF-36 HRQOL Scores, Depression Scores and Communication Scores by Time

Since Diagnosis

Time since | VT SF RE MH CES-D ENRICH

diagnosis '

1- 2 years 72.36 86.11 73.15 75.39 9.90 40.56
(25.20) (20.87) (37.22) (19.48) (10.17) (10.31)

2-4 Years 72.80 79.67 77.48 74.31 9.27 40.42
(21.94) (26.70) (36.22) (19.55) (8.35) (8.89)

2 5 years 76.72 84.09 69.79 75.15 11.38 39.50
(18.88) (19.08) (33.18) (15.38) (9.57) (9.71)

r 0.214 0.592 2.381 0.080 1.891 0.377

There is also little variation in SF-36 HRQOL mean scores, CES-D, and

ENRICH scores after stratification by different times from the initial

diagnosis (Table 6.7). Kruskal-Wallis test showed that this variation is not

statistically significant at the 5% level in the vitality scale (VT) (p=0.89),
social functioning scale (SF) (p=0.74), role emotional scale (RE) (p=0.30),
mental health scale (MH) (0.96), CES-D scale (p=0.38) and ENRICH scale

(p=0.82) in times since diagnosis.

6. 6 Socio-demographic variables and FACT-C HRQOL

The FACT-C dimension scores and overall QOL score according to a

selected list of socio-demographic variables are reported in Table 6.8.
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Table 6.8: FACT-C mean valnes (SD), median values and (ranges) according to a selected

list of socio-demographic variables

Variable Physical well-_ Social{family . Emotional Functional Colorectal ‘ Overall QOL
being well-being well-being weil-being module

Gender

Male 2.73(3.55) 20.99(4.14) 4.24(4.23) 21.92(5.77) 5.05(4.01) 111.37 15.15)
1.0 (0-14) 22.0 (0-24) 3.0 (0-16) 23.0(0-28) 4.0 (0-19) 113 (58-132)

Female 4.04(5.02) 20.51(3,97) 5.12(4.92) 21.68(5.68) 5.10(3.93) 106.14(19.92)
2.0 (0-20) 22.0(8-24) 4.0(0-19) 23.5(7-28) 4.0(0-15) 110 (58-131)

Age

<60 2.47(3.39) 20.62(4.30) 4.334.20) 22.24(5.68) 5.13(3.87) 111.32(14.08)
1.0 (0-14) 22.0(0-24) 4.0 (0-19) 24.0 (0-28) 4.0 (0-16) 113 (60-131)

61-70 442 (5.03) 21.00(3.69) 4.59(4.73) 21.39(5.46) 5.49(4.43) 106.81(19.79)
3.0 (0-20) 23.0(10-24) 3.0(0-13) 23.0(8-28) 4.0 (0-19) 111 (58-132)

>70 3.46 (4.39) 20.96(4.17) 5.16(5.00) 21.58(6.25) 5.41(3.55) 109.18(19.61)
2.0(0-16) 22.0 (8-24) 4.0(0-16) 24.0(7-28) 4.0 (0-13) 113 (67-132)

Income

<440 31(6.43) 10.08(5.23) 6.21(6.04) 20.00(6.38) 5.214.7hH 101.25(22.70)
3.0 (0-20) 20.0 (8-24) 4.5 (0-19) 21.0(7-28) 4.5 (0-15) 104.5 (58-131)

440-880 4.52(5.05) 19.58(4.66) 6.18(5.54) 19.77(6.18) 6.42(4.06) 100.00(20.50)
3.0 (0-16) 20.5 (6-24) 4.0(0-16) 20.0(8-28) 6.5 (1-16) 104 (58-130)

881-1467 2.78(4.10) 21.11(3.68) 4.56(4.17) 21.72(6.86) 4.93(3.32) 110.72(16.09)
1.0 (0-17) 22.0(10-24) 4.0 (0-15) 24.0(0-28) 4.0 (0-13) 113 (66-128)

1,468-2,347 2.19(2.37) 22.03(1.85) 4.03(4.05) 23.67(3.64) 4.61(2.94) 115.71(9.75)
2.0(0-10) 22.0(18-24) 3.0(0-14) 24.0 (12-28) 5.0(0-13) 115 (95-132)

> 2,347 3.38(4.05 20.87(5.11) 3.85(3.01) 22.04(6.33) 5.37(4.95) 110.36(16.36)
1.5 (0-13)) 22.0 (0-24) 4.0(0-11) 23.0(0-28) 4.0 (0-19) 110 (60-130)

Marital status

Single 2.56(3.54) 20.25(5.25) 5.11(4.40) 19.78(9.73) 4.00(4.42) 107.50
1.0 (0-11) 22.5 (8-24) 4.0 (0-12) 22.0 (0-28) 3.0(0-15) 109.5 (67-132)

Married 3.31(4.29) 21.38(3.46) .4.35(4.31) 22.19(5.20) 5.14(3.86) 110.32
2.0 (0-20) 22.0 (0-24) 4.0 (0-16) 24.0 (0-28) 4.0(0-19) 113.5(58-132)

Divorced 4.57(5.88) 14.33(6.25) 5.44(6.10) 20.75{(6.84) 7.37(5.45) 102.40
2.0(0-14) 14.0(6-24) 2.0 (0-15) 22.5 (8-28) 4.5 (2-16) 110 (58-127)

Widowed 2.90(3.21) 18.12(4.05 5.69(5.45) 20.92(5.88) 3.54(2.940 104.17(14.44)
2.0(0-10) 19.0 (10-24) 5.0(0-19) 22.0(9-28) 3.0(09) 106.5 (88-127)
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In colorectal cancer patients, among the socio-demographic variables
significant differences were observed between income and marital status
grouped categories. In the income categories the median difference between
patients with low income (Mdn=104) and patients with upper (Mdn=115)
were significant at the 5% levél for their overall QOL; Kruskal-Wallis
v (4)=9.44, p=0.04<0.05. Also, a significant higher difference was found in
social functioning aspect of HRQOL of married people compared also with
divorced people; Kruskal-Wallis ¥*(4)=13.751, p=0.003<0.05. No évident
difference in any HRQOL aspects and overall QOL was observed for

variables describing age and gender options.

6.7 The association between treatment and HRQOL: Stoma

and non stoma patients

Participants were grouped by type of surgery: sphincter-saving resection and
sphincter sacrificing. Median values and ranges were then obtained on the
FACT-C sub-scales and overall FACT-C HRQOL for patients whose
sphincter was conserved and for those patients whose sphincter was
sacrificed. The results of Mann-Whitney U test are shown below in Table
6.9.
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Table 6.9: FACT-C sub-scales and overall FACT-C mean, median valunes and
ranges and Mann-Whitney U Tests

| Subscales. | Type of | Median U Z | Sig. (2-tailed)
snrgery’ (Ranges)
Physical SC 1.5(0-17)
Functioning | SS 4.0 (0-20) 837 -1.92 0.05 *
Social well- | SC 22 (0-24)
being SS 22 (16-24) 110 -452 0.65
Emotional | SC 4.0 (0-19)
well-being | SS 4.0 (0-16) 914, -1.61 0.10
Functional | SC 24 (0-28)
Well-being | SS 21 (11-28) 100 -1.23 0.21
Colorectal | SC 4.0 {0-16)
module SS 5.0 (0-19) 921 -1.09 0.27
Overall SC 113 (58-132)
SS 102.5 (5-130) | 645 -2.05 0.04 *
*p< 0.05
! SC=sphincter conserving (Non-stoma patients), SS=sphincter sacrificing (Stoma
patients)
Overall HRQOL

The overall QOL of patients with a colostomy appliance was statistically

significantly lower in comparison with those without a colostomy appliance

U=645, p< 0.05, (Table 6.9).
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Physical functioning

This subscale included questions relating to the side-effects of the treatment
such as nausea, fatigue, pain or the degree to which a patient feels ill. There
was a significant difference between stoma and non-stoma patients in

reported level of physical functioning, U=837, p=0.05, (Tabie 6.9).
Social/family well-being

This subscale included questions related to the extent to which an individual
received support by friends/family about his/her illness. Also, it included an
item related with patients’ satisfaction about their sexual life. No significant
difference was found in the level of total social functioning of FACT-C
instrument between stoma and non-stoma groups U=110, p>0.05, (Table
6.9). Also, no significant difference was found between the two groups

concerning the social functioning of SF-36 subscale.

Regarding the sexual life of participants, responses to the sexual enjoyment
item were available for 9 out of 22 (40.9%) stoma patients and for 81 out of
121 (66.9%) non-stoma patients. The proportion of stoma patients who did
not respond about sexual functioning was significantly greater than the
proportion of non stoma patients who did not respond to this item, x’(1)=
5.41; p=0.020.

Among those with a colostomy appliance who did not respond to the sexual

life item, 69.2% were female, 15.4% were widowed (the proportion of
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widowed participants in the total sample was 9%), while their mean age was

64.6 years.

Emotional well-being

Mean scores and the results of independent samples t-test for the emotional
well-being subscale of the FACT-C are showed in Table 6.9. This subscale
consisted of items relating to worries about the outcome of patients’ illness
such as death or worry that the health condition may get worse.

There were no significant differences between the stoma and non-stoma
group on the FACT-C emotional well-being subscale U=914, p>(.05, or on
the subscales of mental component of SF-36 instrument and CES-D scale.

In emotional sub-scale of FACT-C instrument a statistically significant
difference was found among stoma patients in the item related to the worry

associated with death, U=915, p< 0.05.

Functional well-being

The role functioning sub-scale of the FACT-C is based on ratings about the
extent to which the individual is limited in doing work or in enjoying sleep,
his/ her life, hobbies and leisure time activities. No significant difference
was found between the two groups (stoma and non-stoma) on the role

functioning sub-scale U=100, p>0.05 (Table 6.9).

129



Colorectal cancer module

The colorectal cancer sub-scale includes items related to colorectal cancer
symptoms such as gastrointestinal problems (appetite, constipation, bowel
movements, diarrhoea, and weight loss). Also, one item relates to the
satisfaction with body appearance and two items relate to problems that are
faced by patients with a colostomy appliance. These two items were only
completed by patients with a stoma.

No significant difference was found between stoma and non-stoma patients
on the colorectal cancer sub-scale of the FACT -C, U=921, p>0.05, (Table
6.9).

Among those patients who completed the colostomy related items a
proportion of 27.3% was embarrassed by 0§t0my appliance and a proportion

of 18.2% faced problems in caring for the stoma.

A significant difference was identified between the two groups on the body
image item U=937, p< 0.05. This resuit indicated that the group of stoma
patients was significantly more dissatisfied with their body image than

patients without a stoma.

6.8 The effect of metastasis on HRQOL

FACT-C dimensions median values and ranges as well as overall FACT-C
median values and ranges of patients with metastatic and no metastatic
discase were also obtained. The results of Mann-Whitney U test are shown

in Table 6.10. : k
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Table 6.10: FACT-C and SF-36 sub-scales, overall FACT-C and CES-D median
values and ranges and results of Mann-Whitney U test.

FACT-C Metastasis Median u Z .Sig. (2-tailed)
dimensions* | /No (Ranges)

metastasis
Physical M 4.0 (0-20) 134 -2.17 0.03 *
functioning | NM 1.0 (0-14)
Social-well M 22 (10-24) 169 -0.25 0.80
being NM 22 (0-24)
Emotional M 5.0(0-1%9) 147 -1.93 0.04 *
well-being NM 3.0(0-16)
Functional M 21 (0-28) 124 -2.85 0.004 *
well-being NM 24 (0-28)
Colorectal M 6.0 (0-19) 125 241 0.01 *
Module NM 4.0 (0-16)
Overall M 104.5(58-130) | 894 -2.63 0.008 *
QOL NM 114(60-132)
SF-36 M 75 (15-100) 176 -1.14 0.25
Vitality NM 80 (15-100)
SF-36 Social | M 87.5(12-100) | 152 -2.34 0.01 *
Functioning | NM 100 (0-100)
SF-36 M 76 (32-100) 181 -0.89 0.37
Mental NM 80 (16-100)
Health
CES-D M 10 (0-32) 157 -1.78 0.07

NM 8.0 (0-43)

*p<0.05

M: Metastatic Disease, NM:

No Metastasis
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The quality of life of patients with metastases was significantly lower for
overall quality of life and for most dimensions of quality of life, than those
of the matched sample of patients who were considered to be free of cancer.
There were statistically significant differences in median values in overall
HRQOL, physical functioning, emotional well-being, functional well-being,
SF-36 social functioning and colorectal module in patients with metastasis:
Overall HRQOL U=894, p< 0.05; physical functioning U=134, p< 0.05;
emotional well-being U=147, p< 0.05; functional well-being U=124, p<
0.05; social functioning U=152, p< 0.05; colorectal cancer module U=125,
p<0.05.

6.9 Effect of predictor variables on Overall QOL

The main effect of a number of vanables on overall HRQOL was examined
by a multivariate regression analyses (Table 6.11). Overall HRQOL was
nsed as a dichotomized categorical variable in the analyses (low overall
HRQOL scores vs high overall HRQOL scores). Thus logistic regression
models were used to estimate the odds ratio (OR) for each variable in the
equation. In order to identify cases and outliers, Cook’s distances (>1.0) and
standardizedr residuals (>3.0 or <-3.0) were respectively computed and
examined. Multicollinearity was detected by examined the standard errors
(>2.0) for the estimeded coefficients (B). The results are shown as ORs with
95% confidence intervals (CIs) for ORs. The fit of the models was judged by
Hosmer-Lemeshow goodness-of- fit statistic. The models were considered

acceptable if p>.05 for model chi-square, given that a better model fit was
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indicated by a smaller difference in the observed and predicted values of the
dependent variable, and a nonsignificant chi-square value.

Hierarchcal logistic regression analyses was conducted to find out the
significant predictors of overall HRQOL by controlling for demographic,
disease-related variables as well as variables that related to the
communication with partner and depression. Five steps were taken: the
demographic variables (age, gender, residence, income, education) were
entered first as independent variables, the disease-related variables (stage at
diagnosis, time since diagnosis) were included in the second step, the
variables stomia and metastases were included in the third step, while the
ENRICH scale scores were included in the fourth step and in the last step the
CES-D scale scores were introduced. There were no cases with large
standardized residuals and there was one Cook’s distances that was
considered outlier. Multicollinearity or numerical problems were not
detected, as none of the independent variables had a large standard error.
The model chi-square value indicated that there was a statistically significant
overall relationship between the dependent variable and the set of
independent variables, v*(11)=37.951, p<0.001. The chi-square value
associated with the Hosmer-Lemeshow test was x2(8)=9.264, p=.321,
indicating a good overall model fit. The Negelkerke R square was equal to
0.464.
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Table 6.11 Logistic regression on overall HRQOL; estimated regression coefficients,

standard errors and related statistics odds and 95% confidence intervals (CI)

Explanatory B SE Wald  p-value OR 95% C1
variables

Block 1

Age 0375 0423 0.785 0.376 1.455  0.635,3.335
Gender -0.161 0.593 0.074 0.786  0.851  0.266,2.719
Residence 0.087 0.720 0.014 0904 1.091 0.266, 4.473
Income 0318 0316 1.012 0314 1374 0.740, 2.552
Education -0.346 0350 0976 0323 0.708  0.356, 1.406
Block 2

Stage 0036 0552 0.004 0948 1.037  0.351, 3.061
Time sinse -0.089 0405  0.048  0.827 0915 0.414,2.024
diagnosis

Block 3

Stomia 0740 0879 0710 0399 2097 0.375,11.735
Metastases -1.040  0.741 1971 0.160 0353  0.083,1.510
Block 4

Communication 0.014  0.029  0.0.233 0.629 1.014 0957, 1.075
with partner -

Block 5

Depression -0.248  0.062 16314 0.000 0780  0.691, 0.880

Table 6.11 shows that, according to tha Wald criterio, the coefficient for

depression (B=-0.248) appeared to be signiﬁcantly different from zero in

predicting depression, Wald=16.314, p< .001. The negative coefficient for
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depression implies that those patients who have high overall HRQOL values
(coded 1) have lo-wer scores on that variable relative to those who have low
HRQOL scores (coded 0). By increasing the value of depression by one unit,
the odds of the participant having high HRQOL values decrease by a factor
of 0.780, controlling for other variables in the model. The odds of having
high HRQOL for participants with high depression are 22% (=1-0.780). The
classification accuracy rate was equal to 77.5% which is quite greater than
the propotional by chance accuracy rate (50.3%), supporting the ytility of the

logistic model.
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CHAPTER 7
DISCUSSION

7.1 Introduction

The experience of colorectal cancer involves a complex mix of physical and
psychosocial changes that is still poorly understood particularly for those
patients who enter the “after treatment phase” of their disease. Interest in
evaluating aspects of health that are related to Quality of Life (QOL) has
increased in recent years in Greece as in other'European countries. However,
little is known about the way that Greek colorectal cancer patients perceive

their quality of lite years following diagnosis.

Reviewing the relevant literature for this thesis it soon becomes apparent
that there was need of a thorough investigation of the impact of colorectal
cancer and treatment on specific dimensions of quality of life. This includes
physical health, emotional or social functioning and overall HRQOL of
Greek survivors of colon and rectum cancer, one and up to ten years after the
diagnosis of their disease. This investigation should take into account the
most common aspects of colorectal cancer experience and be based on
patients’ point of view about the current state of their quality of life. The
study design that was developed should also include those factors that might
influence the level of patients’ quality of life. So, disease related factors as
well as factors that are related to patients’ characteristics may contribute to
Greek colorectal cancer survivors’ quality of life several years after

diagnosis. The primary hypothesis was that time since diagnosis and early
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disease stage at diagnosis were factors that could positively influence the
level of patients’ quality of life. Also, patients with an ostomy and patients
who experienced a metastasis of their disease might experience a lower -
quality of life in comparison with those without a colostomy appliance or
those patients who experienced life free of their illness respectively. Patients
who experienced depression, poor communication with their partner or those
older patients or with a low income might also be expected to experience

poorer quality of life.

In order to test the research hypotheses and research questions, 145 Greek
outpatients were recruited into the study and data were gathered on their
quality of life through the use of self-assessment questionnaires.

Advances have been made in methods that describe patients’ subjective
well-being using standardized instruments. Several valid and reliable self-
assessment measures are available in the climcal oncology research setting
such as generic or disease specific instruments. The FACT-C and the SF-36
quality of life instruments were selected for exploring the quality of life in
this research population. The FACT-C and the SF-36 instruments are
popular in U.S as well as in Europe when quality of life is assessed.
However, few applications of them are available for assessing health related
quality of life in colorectal cancer survivors and neither used for assessing

Greek’s colorectal cancer survivor’s quality of life.

In this section is an overview of the significant findings of the study, a
consideration of them in the light of existing research together with an
examination of those findings that fail to support the hypotheses as well as

limitations of the study. The implications of the study for practice as well as
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recommendations for further research are explored further in the concluded

section.

7.2 Summary of main findings

In this study no statistically sighiﬁcant differences were identified in the
level of overall quality of life or among quality of life domains for colorectal
cancer survivors at different stages at diagnosis and different times since
diagnosis. This means that patients at all disease stages experienced a high

quality of life years after diagnosis.

Among disease-related and patients-related factors that would have an effect
on patients’ quality of life over time, vitality, social functioning and
depression were most prevalent. Also, patients with low income had a
significantly lower ovefa]] quality of life than those patients with upper
income. Divorced patients experienced a poorer social functioning compared

to that of married, single or widowed patients.

Regarding the quality of life of patients following sphincter-conserving
versus sphincter-sacrificing surgery, the results of this study confirmed the
hypothesis that the overall quality of life of patients with a colostomy
appliance would be significantly inferior to that of patients without a
colostomy. Even thought no statistically significant differences were
identified between the quality of life domains between the two groups
significant differences were found between the two groups in terms of body

.image, and worry about death.
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The study findings confirmed the hypothesis that patients with metastases
would experience a lower quality of life compared to patients whe had

experienced a remission of the disease.

The findings most relevant to this study are discussed below and are

compared with those previously reported in the literature.

7.3 Discussion of main findings

7.3.1 The effect of stage of colorectal cancer at diagnosis and
the effect of time since diagnosis on long-term patients’
HRQOL

The results of this study did not confirm the hypothesis that the overall
quality of life of colorectal cancer survivors would be higher for those
patients at a longer time since diagnosis or early disease stage. The results of
the current study showed that colorectal cancer patients who had survived at
least 1 year from the time of diagnosis experienced relatively high health
status independently of the stage at diagnosis. In the first two years after
diagnosis, patients with Duke’s B stage reported a relatively high level of
quality of life that was found to be better than that of C or D stages.
However, this difference was not statistically significant. The overall
HRQOL after two years from diagnosis did not vary substantially between
disease stages. As time after diagnosis increased from lyear to 2-4 years and

more than 5 years patients seemed to experience deficits in social
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functioning, but this finding was not statistically significant. Generally
speaking, quality of life remained uniformly high among all disease stages
as well as time since diagnosis. These results were confirmed by using both
HRQOL survey tools such as FACT-C, and SF-36 and applying both
univariate and multiple regression analyses. The number of studies that have
evaluated the effect that stage of disease at diagnoses, and time since
diagnosis, have on the overall colorectal cancer survivors quality of life, are
very limited (Trentham-Dietz et al., 2003; Ramsey et al., 2002; Ramsey et
al., 2000). Ramsey et al. (2002; 2000) researches were the only identified
studies that used the FACT-C instrument for evaluating quality of life in

SUrvivors.

Ramsey et al. (2000) who considered health-related quality of life through
the FACT-C instrument, in line with the results of this study, showed little
variation over time after stratification by stage at diagnosis. Similar results
were found with multivariate regression analyses during which they did not
find that health-related quality of life was significantly different in relation
to disease at diagnosis, or for time since diagnosis. Also, in line with these
findings, Ramsey et al. (2000) FACT C summary scores showed a non-
significant trend toward declining HRQOL for more advanced stages of
colorectal cancer. Also, small sample sizes and the possibility that there was
a response bias favoring healthier people were considered limitations by

these authors.

Similarly with the current study Ramsey et al. (2002), when exploring
quality of life of U.S patients with cancer of colon and rectum who had

survived at least 5 years after diagnosis, no differences were found among
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patients at different disease stages either in multivariate regression analyses
or in univariate analyses. Patients at or beyond 5 years since diagnosis
appeared to have a relatively high health-related quality of life regardless of

their initial stage at diagnosis.

The findings of the current study were also confirmed by those presented by
Trentham-Dietz et al. (2003) in a US female population. They concluded
that over the long term, the initial stage at diagnosis did not play a dominant
role in determining physical and mental health of patients, as measured by
the SF-36 questionnaire, while other factors such as concurrent chronic

medical conditions or body weight might play a more important role.

Although the stage of colorectal cancer at diagnosis is related to the length
of ‘survival, this factor did not have a strong association with quality of life
among Greek long-term colorectal cancer survivors in the present thesis.
This showed that long-term cancer survivors had a substantially satisfied
health-related quality of life with factors such as depression, vitality and
social functioning playing a dominant role in determining patients’ physical
and emotional health.

The results of the present study suggest that the impact of colorectal cancer
and treatment on quality of life is not so devastating in those who survive
longer. This finding is not so surprising since a number of authors have
described quality of life as a dynamic process that changes over time as
patients change their perceptions about their health status, or change their
expectations in terms of specific life circaumstances (Addington-Hall, 2001;

Carr et al., 2001b; Alison et al., 1997; Calman, 1984).
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Several studies have presented well documented evidence that in self-
reported quality of life assessments individuals may use a number of
psychological mechanisms, such as social comparisons, or reframing of their
expectations about the negative impact that the disease has on their health
status or their well-being (Hagedoorn et al., 2002; Carr et al., 2001;
Sprangers and Schwartz 1999; Gotay & Muraoka, 1998). Such an adaptation
process has been termed a “response shift” (Sprangers and Schwartz, 1999).
Response shift reflects changes in internal standards, in values and life goals,
or changes in conceptualization of quality of life over time (Sprangers &
Schwartz, 1999). Although this phenomenon has received little attention
until now, it may explajn a number of unexpected quality of life findings
regarding cancer survivors or patients with other chronic and life threatening
illnesses. For example, the largest study conducted to date by Mosconi et al.
(2000) in Italy showed that people’s quality of life was comparable with that
of a healthy population several years after diagnosis.

Changes in the internal standards of colorectal cancer patients have also
been explored by Bernhard et al. (2001; 1999). These studies showed that
people with newly diagnosed colon cancer gradually changed their internal
standards on which they based their health status and their quality of life
estimation, either under radical resection or under adjuvant chemotherapy.
However, before trying to interpret changes in patients’ quality of life by
adopting a response shift approach, some methodological issues should be
taken into account. As Carr et al. (2001) noted, existing measures did not
always take into account the expectations of people and may not distinguish
between changes in the experience of disease, or changes in expectations of

health.
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7.3.2 Depression as a predictor variable of colorectal cancer
patients’ HRQOL

In this study, among those factors that would predict patients’ quality of life
years after diagnosis, depressive symptoms were more prevalent even if the
psychological distress appeared to have been decreased.

From the literature, it is well known that the diagnosis of cancer is a risk
factor for depression during the diagnostic, treatment or palliative care phase
of the disease; particularly among patients who suffer by pain and physical
disability (Hopwood & Stephens, 2000; Grassi & Rosti 1999; Grassi et al.,
1996; Massie & Holland, 1992). Pasquini and Biondi (2007), in a review
study, examined the effect of depression on cancer patients and concluded
that depression affected several aspects of life such as health status, quality

of life, or working role.

Even if numerous studies have evaluated depression during the treatment
phase of cancer, some evidence has been found for the prevalence of
depressive symptoms during cancer follow-up. A previous study on early
breast cancer survivors showed that the prevalence of depression and anxiety
was 15% one year after diagnosis and 45% after the diagnosis of recurrence
(Burgess et al. 2005).

To our knowledge, only two studies to date have investigated depressive
symptoms in colorectal cancer survivors, using a standardized specific
depression scale (Tsunoda et al., 2005; Ramsey et al., 2002).

In Ramsey’s et al. (2002) study cancer patients had higher rates of

depression in comparison with a healthy population. Also, lower
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socioeconomic status and the presence of multiple comorbid conditions were
identified as risk factors for depression. Although Ramsey et al. (2002) did
not present data at two or three years post diagnosis their study might
indicate a need to identify patients who might be at greater risk of depression
and to consider including this into their follow-up schedule.

In a long-term Japanese colorectal cancer population, Tsunoda et al. (2005)
concluded that depression - as measured by Hospital Anxiety and
Depression Scale - had a strong impact on overall HRQOL dimensions for
patients who had survived for at least 1 year since operation. Despite the
cross-cultural differences between Western countries and Asian countries,
Tsunoda et al. (2005) study highlighted the need for identifying depressive
symptoms in the screening process of colorectal cancer outpatients. They
also concluded that depression was not sufficiently evaluated by the
emotional fu-nctioning subscale of the EORTC QLQ-C30 instrument and that
the use of a depression specific scale was required. Even if the detection of
depressive symptoms in Greek colorectal cancer outpatients was not the
main aim of this study, the results showed that depressive symptoms, as

measured by CES-D, were the strongest predictor of patients’ quality of life.

7.3.3 The overall effect of surgery on HRQOL: Stoma and non

stoma patients

A main result of this study is that colorectal cancer patients who undergo
sphincter-sacrificing surgery resulting in a stoma have a poorer health-
related quality of life than those without a stoma. This is consistent with the

results of a vast body of “traditional” research studies (Engel et al., 2003;
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Kuzu et al., 2002; Camilleri-Brennan & Stele, 1998; Sprangers et al., 1995;
Mac Donald & Anderson, 1984; Williams & Johnston, 1983; Delvin et al.,
1971). In contrast with the current study in which an overall quality of life
score was obtained for stoma and non stoma participants, very few studies
have produced a global health-related quality of life score and used well
researched questionnaires. In Camilleri-Brennan and Steele’s (1998) review
from a total of 54 papers “in only three studies was global quality of life
formally measured using a well researched questionnaire” (p. 1036). Most
previous researchers have concluded that stoma patients had reduced well-
being in most quality of life domains and therefore an assumption was made
that this reduction would reflect a total quality of life reduction (Camilleri-
Brennan & Steel, 1998; Sprangers et al., 1995) In the current study stoma
patients had reduced well-being in all quality of life domains, except social
functioning, compared to that of non-stoma patients, however, this reduction
was not statistically significant. Even though the differences among quality
of life domains were not statistically significant, when all these domains
were combined to produce an overall quality of life effect, the difference
between the two groups was statistically significant and stoma patients
experienced an overall worse quality of life than non-stoma patients. Such a
finding highlights the importance of obtaining overall scores for any quality
of life measurement, since small impairments in specific domains cannot

always show up the overall cumulative, impairment.

Studies that provide a summary health-related quality of life score for
patients with and without a stoma are very scarce and none have used the
FACT-C instrument. So, a comparison between the overall quality of life

scores of the present study and the total HRQOL scores of other studies
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cannot be made. One identified study conducted by Ramsey et al. (2000)
who explored the health-related quality of life of colorectal cancer survivors
in the USA, and had used the FACT-C questionnaire, suggests that a
colostomy does not significantly affect overall health-related quality of life.
Since this study was not designed to explore differences between two groups
(stoma and non-stoma) certain information about stoma patients such as age,
gender or time since surgery was not available for making valid
comparisons. The EORTC QLQ-C30/CR38 questionnaire, the one most
commonly used in European countries unfortunately has not been designed
to provide a total health-related quality of life score, consisting of the
summation of individual sub-scale scores. On the contrary, it includes a
visual analogue scale in which patient are asked to evaluate global health
and quality of life in a scale from “very poor” to “excellent”. In a recent
review by Pachler and Wille-Jorgensen (2005) the findings of the included
studies that had used the disease specific EORTC QLQ-C30/CR38 health-
related quality of life instrument on global HRQOL scores of stoma and
non-stoma patients contradict and a firm concluasion on this issue could not
be drawn. For example, a number of included studies concluded that non
stoma patients experienced similar or poorer global HRQOL than stoma
patients (Rauch et al., 2004; Grumann et al., 2001; Allal et al., 2000) while
others supported that the formation of a colostomy impaired a patients’
quality of life severely (Engel et al., 2003; Kuzu et al., 2002)

Therefore, the literature to date has failed to show consistently that there is a
difference in the overall health-related quality of life between stoma and
non-stoma patient’s life and that this is affected by the disease and treatment
several years after diagnosis. In the present situdy specific health-related

quality of life domains in stoma patients were not significantly affected even
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several years after surgery but they remained in lJower levels than that of the
non stoma group. Improvements that may have occurred in many aspects of
quality of life of stoma patients do not suggest that these patients experience
had an overall higher quality of life. One interpretation of this finding is that
stoma patients are likely to expect preoperatively that a colostomy will
change negatively many aspects of their life. It may be that negative lay
perceptions about colostomy appliance worried patients extremely about the
consequences of the stoma on their future quality of life. However, after
surgery, many stoma patients might realize that a colostomy did not affect
their life as much as they had anticipated and so certain quality of life

aspects was experienced as better and less traumatic.

It is necessary to consider in detail all the other health-related quality of life

domains which may also impact on patients’ life.

Physical functioning

The fact that there was no statistically significant difference between stoma
and non-stoma patients in relation to physical functioning is perhaps not
surprising given the high rating of health status of the sample. Patients who
had undergone curative surgery would not be expected to be significantly
physically incapacitated as a result of their treatment at one year, or more
than one year post surgery. In a prospective study Grumann et al. (2001)
indicated that levels of physical functioning improved between 6 to 9
months and 12 to 15 months post surgery, although no significant difference

between stoma and non-stoma patients was found. As might be expected
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Allal et al. (1999) found that although there were no significant differences
between the two age groups in terms of physical functioning, older patients
tended to report lower scores indicating poorer physical functioﬁing. This
emphasizes the need to consider the possible effect of age in reporting on
this sub-scale. Grumann’s et al. (2001) as well as Allal’s et al. (1999)
research findings evaluated the physical functioning of patients using the
EORTC QLQ-C38 instrument which included one sub-scale that was
completed by patients with a stoma, and one sub-scale which was completed
by patients without a stoma. As these scales were not completed by both
groups it was not possible to compare their mean scores using independent
samples t-tests.

Moreover, the FACT-C instrument used in the present study includes two
items more relevant to patients who experience the side-effects of
chemotherapy or radiation therapy such as nausea or vomiting and one item
relevant to patients who suffer from pain. Patients included in the present
study were selected to have completed any curative treatment at least one
month before completing the questionnaires. So, it was expected that
patients would not experience side-effects, of chemotherapy or radiation
therapy during the survey. Taking this into account one would expect that
the physical component of FACT-C questionnaire would not be completely
relevant to survivors. However, it was decided initially to include in the
study these “irrelevant” items because any changes made to the number of
items would potentially alter the original psychomeiric properties of the
instrument. Also, any change made to this component would have an effect
on the total FACT-C quality of life score, since the total score was produced

by adding the score of each component.
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Social/family well-being

A vast amount of research literature has reported that stoma patients often
experienced reduced social functioning as a result of embarrassment, stigma
and worry in relation to their stoma (Engel et al., 2003; Sprangers et al.,
1995; Williams & Johnston, 1983; Delvin et al., 1971). However, in a
review Sprangers et al. (1995) noted that studies which had reported
differences between stoma and non-stoma patients had tended to use a range
of different indicators of social function such as employment, frequency of
social contacts and quality of relationships. The variance of operational
definition of social functioning used across studies might yield divergent
resulis (Sprangers et al., 1995).

The current study included a variety of social indicator variables for
assessing the social activity of the participants. For instance, the
social/family subscale of FACT-C instrument provides information on the
support that patients receive by friends or their family as well as the sexual
functioning of patients. In addition, the SF-36 instrument provides
information about the extent of social inactivity that patients experience

because of specific physical or psychological problems.

No significant difference was found between the two groups (stoma vs non-
stoma) in terms of their reported level of social functioning as measured by
FACT-C and SF-36 instruments even if patients with a colostomy appliance
had higher FACT-C mean score than patients without a stoma. The social
functioning of stoma patients may not be influenced by the consequences of

surgery because this may alter their social behavior. For example they may
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reduce the time spent in social activities or may take care about the amount
and kind of the food they consume during social events, thus preventing
bowel disfunction (e.g. gas, faecal leakage). Furthermore, given that half of
the patients of the current sample had retired (50.3%), employment problems
or vocational matters were not raised.

Before coming to conclusions it is important to consider a person’s pre-
morbid social functioning in relation to quality within this life domain.
Three recent stndies have also reported no significant differences between
stoma and non-stoma patients in terms of social functioning (Rauch et al.,

2004; Grumman et al., 2001; Allal et al., 2000).

Sexual functioning

Regarding sexunal functioning of patients with and without a stoma, in the
present study we could not have a clear scenario because there were a high
proportion of stoma patients who declined to respond to the relevant
question and so a formal statistical analysis was difficult to apply. Only nine
stoma patients out of twenty-two responded to this item. It should be noted
that this question was optional. Examining carefully the charactenstics of
stoma patients who did not respond to the sexual activity item it was
apparent that non-respondents were mostly female and widowed. Also, their
.mean age was 64.6 years. The non-respondents’ characteristics perhaps
highlight the importance of taking into consideration a person’s relationship
status as well as age when interpreting any results regarding sexual

functioning in the context of close relationships.
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An assumption that one can make is that Greek women with a stoma and
widowed patients may face difficulties about their sexual activity and may
not be willing to discuss this issue. It is well known that a negative body
image may negatively affect people’s sexual functioning. In the current
study the women with stoma who not respond to the sexual activity item,
had a negative body image. Therefore, a negative body image that women

with stoma experience may negatively affect their sexual life.

Engel et al. (2003) suggested that it is difficult to evaluate the magnitude of
sexual functioning withont making a comparison to healthy population
scores. Peoples’ sexual capacity may decline because of age or due to other
reasons. For instance, Greek women may differ in sexual satisfaction from
men. Also, the questionnaire item related to sexual capacity included in the
current study asked about the extent to which the patient was satisfied with
sexual activity. The item did not refer to the effect the illness and treatment
had on patients’ sexual functioning. Pre-treatment scores among stoma and
non-stoma patients, as well as information about the damage caunsed to the
nerve responsible for sexunal functioning, would be essential for a clearer
scenario about the effect that treatment or other factors have on stoma and
non-stoma patients’ sexual life. For instance, Engel et al. (2003) showed that
high-anterior resection patients and low-anterior resection patients had better
sexval functioning scores at 2 and three years than patients with

abdominoperineal resection.
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Emotional well-being

In this study, no statistically significant differences were found between
patients who had undergone either sphincter-conserving or sphincier-
sacrificing surgery in relation to the psychological functioning domain as
measured by the FACT-C instrument. Even though the difference in
psychological well-being between the two groups was not statistically
significant, stoma patients had lower mean scores than non-stoma patients.
Also, when psychological functioning was assessed by the SF-36
questionnaire, no statistically significant differences were observed between
the two groups. Furthermore, no difference was found between the two
groups in relation to the depression scale. When examining the subscale
items of FACT-C, was found that stoma patients were statistically more
worried about death than the non stoma patients.

The above data contradict the findings of previous studies which report that
patients with a stoma are more anxious and depressed than patients who do
not have a stoma (Sprangers et al., 1995; McDonald & Anderson, 1984,
Williams & Johnston, 1983). On the other hand, recent studies have also
reported no significant differences between the stoma and non-stoma gronps

in terms of emotional functioning (Grumann et al., 2001; Allal et al., 2000).

Functional well-being

The role functioning sub-scale may be regarded as a more appropriate index
of quality of life for patients who are at least one year post surgery. Role

functioning encompasses the extent to which patients are limited in doing
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work, or daily activities, hobbies and leisure time activities. Consistent with
the current study, other researchers have found no significant differences
between sphincter-conserving and sphincter-sacrificing patients in terms of
role functioning (Rauch et al., 2004; Grumann et al., 2001; Allal et al,,
2000).

In the current study, the difference in the functional level between the two
groups was not statistically significant, but again stoma patients experienced
lower functional level than non-stoma patients. Bekkers et al. (1997) showed
that stoma patients did not encounter more problems in daily life than non-
stoma patients four years after surgery. In the current study, 52% of patients
had survived between 2 and 4 years and 23% of patients had survived
beyond 5 years since diagnosis and only seven patients reported an inability

to fully return to their work due to the disease.

In addition, before drawing safe conclusions abont the capacity of people to
undertake everyday roles, it is important to consider the effect of age on the
level of activities and ability to perform roles, taking into account the
generally older adult age of colorectal cancer patients. Many older adults
gradually become less active and have fewer roles as a result of their life
stage, independently of the limitations related with their disease. In this
sample more than half of patients were older than the age of 60 years and
had retired. However, it is important to treat with caution the explanation
that patients in this sample avoid undertaking some roles or stop their
hobbies and leisure time activities due to their age; especially as many adults

a similar age very often have important and demanding roles.
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Colorectal cancer module (symptom sub-scale)

Previous research has documented that many patients suffer from symptoms
such as diarrhoea related to bowel functioning after surgical treatment
(Engel et al., 2003; Lewis et al., 1995; Sprangers et al. 1995; Williams &
Johnston, 1983). The research literature suggests that stoma patients tend to
report more problems with gas and urinary function while non-stoma

patients report more constipation (Engel et al., 2003).

In contrast with these findings, no statistically significant differences were
found between stoma and non-stoma groups on this subscale relating to any
of these symptoms experienced by colorectal cancer patients; even though
stoma patients’ mean scores were indicative of low levels of colorectal
cancer symptoms than non-stoma patients’ mean scores. It should be noted
that the symptom sub-scale of the FACT-C instrument includes items that
related only to bowel functioning, and no item is concerned with urinary
problems that may also be experienced by colorectal cancer patients. So, we
cannot conclude about urinary problems experienced by patients in this

sample.

One explanation for these findings relates to the research literature that
suggests that bowel function often improves within the first year post
surgery (Frigell et al., 1990). The time interval of at least one year post
surgery used in this study might mean that for many patients relief from such

symptoms had already occurred by the time they completed the survey.
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An alternative explanation is that improvements which have occurred in
recent years in surgical techniques, as well as improvements in care of
colorectal cancer patients are reflected in the current study. Such
improvements might not be reflected in previous studies in which different,
less optimal techniques might have been used. Such an explanation 1is
supported by the findings of more recent studies conducted by Rauch et al.,
(2004), Grumann et al., (2001); Allal et al., (2000). Regarding non-stoma
patients’ symptoms, the level that the tumour is located is essential for
obtaining a clear picture of symptoms experienced because it affects
patients’ bowel function (Engel et al., 2003; Kuzu et al., 2002). For example,
in a four year prospective study (Engel et al., 2003) showed that in the first 3
years, low-anterior resection patients had significantly worse defecation
scores and less frequent or painful bowel movements than high-anterior
resection patients. Similar results have also been supported by other
researchers such as Kuzu et al. (2002) who showed that high-anterior
resection patients had significantly better scores in other aspects of quality of
life such as in mental health ar_ld vitality, compared with those with low-
anterior resection. In line with the current study, the number of other studies
that have evaluated stoma and non-stoma patients’ health-related quality of
life, and have taken into account the level of anastomosis in patients with
anterior resection, are very limited. Therefore, in non-stoma patients there
are many differences in symptoms that patients experience and so
comparison between stoma and non-stoma groups is difficult to make. For
instance, if our sample had includcd more patients with high-anterior
resection, defecation problems experienced due to low-anterior resection

would not have been detected.
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Satisfaction with body appearance

In this study, patients who had undergone sphincter-sacrificing surgery
resulting in a stoma, reported statistically significant more dissatisfaction
with their body appearance compared to non-stoma patients. This is
consistent with the findings of several research studies (Engel et al., 2003;
Persson & Hellstrom 2002; Grumann et al., 2001; MacDonald & Anderson,
1984; Williams & Johnston, 1983). Also, in this study, women with a stoma
were found to experience more dissatisfaction with their body appearance
compared to men. This body dissatisfaction may result in a difficulty that
stoma women experienced with their sexual life. It has to be noted that the
FACT-C instrument included only one item related to the satisfaction that
colorectal cancer patients had with their body appearance. However, this
item does not lead to a safe conclusion about body image perception.

Research evidence regarding body image differences between sexes in
colorectal cancer patients is scarce. Fallowfield et al. (1990) has suggested
that patients who were given a choice of treatment appeared to do better
psychologically, independently of the type of treatment chosen. Even if
choice of treatment is not possible for all patients, it may be important to
consider the potential effect of patients being prepared for the possibility of

having a colostomy on subsequent body image satisfaction.

7.3.4 The effect of metastasis on HRQOL

Local or distant recurrence of colorectal cancer had a profound effect on

Greek patients’ quality of life. This finding is consistent with a study by
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Camilleri-Brennan and Steel (2001) as well as a recently published
population based study by Amdt et al. (2006). Indeed, in the current study,
patients with recurrent disease faced not only physical limitations in their
every day life, but also psychological and social well-being deterioration.
The use of both health-related quality of life instruments, FACT-C and SF-
36 confirmed this finding.

The interrelationship among HRQOL domains is an important issue. In this
study, the physical effect of the disease evidently had an important impact
on social, psychological or overall functioning of patients’ life and should be

noted as a key finding.
7.4 Limitations of the present study.

Some methodological limitations of the present study have to be noted.
These limitations are related with the study design, the sample, as well as the

study instruments.
The study design

There are a number of limitations of the cross-sectional design used in this
study. This type of design does not provide a baseline measure from which
to evaluate subsequent assessments. This made it difficult to accurately
assess the extent to which impairments to quality of life had resulted from
patients’ cancer disease or cancer treatment rather than from other
extraneous factors such as another illness or life event. For instance, if a

patient suffered heart disease, it would not be possible to detect the extent to
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which this might have affected his/her quality of life independently of
his/her cancer or cancer treatment. Since other comorbidities might exist, the
most appropriate approach might be to decide about the appropriateness of
patients’ inclusion to the study, based on an individual basis and carefully
weighing up the impact of the relevant factors on quality of life. Apart from
other comorbidities which might occur together with cancer, the effect of
age on patients’ quality of life is major issue. Particularly in patients with
colon and rectal cancer, which is a disease of the elderly, the effect of age
should be explored with caution. Furthermore, when assessing health-related
quality of life of stoma and non-stoma patients, a retrospective design cannot
give information on quality of life of patients before surgery, thus making
comparison impossible. Thus, the advantage of a prospective study design
which involves repeated measures at different times is that confounding
variables may be more easily monitored and controlled for.

Despite certain weaknesses that are inherent in the retrospective design of

the present study, significant results were found.

Representativeness of sample

The majority of patients (60%) were Greek men while the mean age of
patients in this sample was 61.40 years of age which are consistent with the
average age range and sex reported for incidence of colorectal cancer in
Greece. Although these characteristics make the sample more representative
of the whole colorectal cancer population, the sampling was limited by
consisting mainly of Greek patients. Therefore, the results found here may
not be generalized to patients from other ethnic origins. No data were

gathered on other ethnicities. Albanian immigrant patients for instance, who
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consist of the majority of people from fbreign counties who live in Greece,
were not found in any archive used in this study, either the archives of the
public hospital or those of the private oncology clinic. However, Albanians
who immigrate to Greece are often of a younger age. Since colorectal cancer
is a disease of the elderly it would be unlikely that colorectal cancer patients
from Albania would included in this study. Extrapolation of the current
findings to patients of other ethnicities should be made, therefore, only with

caution.

Also, the sample used in this study consisted of patients who had been
treated for colorectal cancer at two Greek hospitals —one public and one
private oncology clinic- for a period of the last 12 years. All patients who
met the inclusion criteria were asked to participate. Although it was decided
to recruit patients from two different hospitals in order to achieve
socioeconomic heterogeneity among patients, the sample consisted mainly
of patients who were well educated and their family income was above
average. This may have occurred because the majority of participants-100
out of 145-were recruited from the private oncology clinic. It is known that
patients of middle and upper-middle socioeconomic level receive their care
in the private health sector and may not necessarily represent the wider

population of patients.

One important issue is the potential for selection bias among patients who
decided to participate in the study. A number of patients -46 out of 191-had
refused to participate. Therefore, the response rate for this study was 75.9%.
Although comparison between respondents and non-respondents indicated

that the latter did not differ in demographic or disease related characteristics
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from the former, it is possible that non-respondents experience different
levels of quality of life, such as lower HRQOL, and this may have

influenced the results of the present study.

Moreover, one of the problems common in any investigation of quality of
life in cancer patients, is the inherent sampling bias, in that only patients
who have survived their treatment and who are well enough to participate
are included in such studies. This may result in conclusions being made on

the basis of unrepresentative samples.

In addition to this, because this study has focused on long term survivors,
few patients with advanced colorectal cancer or at a longer time since
diagnosis have been included. So, there is the possibility that the respondents

were in better health status in order to be able to respond to the survey.
The study instruments

The primary requirement of FACIT QOL instrument is that it should be
suitable for use in an international setting, that is, the translated instrument
should measure the same aspect of quality of life regardless of language
version. Although the translation of the FACT-C instrument into Greek was
obtained by the official FACIT organization body, there is not enough
evidence that this translated version meets all the requirements of cross-
cultural equivalence. This translation may support the content (each item is
relevant to the culture being studied) and semantic {(each item has the same
meaning after translation) equivalence of the instrument, but there is not

sufficient evidence that conceptual equivalence (measurement of the same
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theoretical construct) has been met. Also, little account has been made in
considering the social, ethnic, religious or cultural background of the
patients. The cross-cultural equivalence of HRQOL instruments has been

largely overlooked to date.

The purpose of using the FACT-C instrument was to gain an overall and
dimension specific score of the quality of life for patients who have survived
colorectal cancer, and of the impact that the disease and treatment have on
their lives. However, the FACT-C instrument, like all the available
instruments on quality of life today, has been designed primarily for clinical
trials and may able to capture the most important and relevant changes after
treatment or the long-term impact of the disease (Carr et al., 2001; Alison,
1997; Calman, 1984;). Although it includes sections on social, emotional
and functional well-being, the questions were all focused on the cancer
diagnosis. The study sample of patients did not have active disease and
believed themselves free of cancer. Specifically, the dimension of physical
functioning of the FACT-C instrument included questions that focused on a
range of symptoms appropriate to cancer and cancer treatments. Therefore,
these questions might not directly apply to the study sample. However, it
was initially decided to include the “irrelevant” items into the study, because
any changes made could potentially alter the original psychometric
properties of the instrument. Also, any change made would have an effect on
the total FACT-C quality of life score, since it was produced by the adding

the score of each component.

Furthermore, the communication scale of the Enrich instrument had been

adapted and translated from English into modern Greek by this researcher
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and evidence for its cultural sensitivity is not still available. Despite these
limitations the study provides evidence of HRQOL and associated changes

in a Greek context.

7.5 Summary

The patients in this study experienced a relatively high overall and
dimension specific health-related quality of life years after diagnosis of the
disease. This was characterized by depressive symptoms affecting patients’
quality of life. This is not surprising since patients might interpret their
conditions through the sense of a “response shift” leading to adaptation to
their chronic disease.

Whether the lower levels of overall quality of life in stoma patients is due to
treatment side-effects, difficulties in psychological adjustment or both, the
fact that these difficulties may exist long after initial diagnosis, requires
further attention.

Despite the limitations imposed by the cross-sectional design, the specific
characteristics of the sample and the specific study instruments, important
practical implications, arise from this study further discussed in the

concluded chapter.
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CHAPTER 8

CONCLUSIONS AND RECOMMENDATIONS

8.1 Summary of key findings

In this study, an investigation of the experience of Greek colorectal cancer
patients following treatment, with specific focus on health-related quality of
life (HRQOL), was undertaken. With evidence suggesting that culture may
be a major determinant of the experience of cancer, the present study gained
an insight- into the perspective of HRQOL in Greek patients who are
surviving a diagnosis and treatment for cancer of colon and rectum. The
main outcomes of this study are: Greek colorectal cancer survivors
experience a high overall and dimension specific HRQOL, independently of
the disease stage at diagnosis; depression and social activity constitute the
strong predictors of patients’ HRQOL over time; stoma patients experience
an overall lower HRQOL than non stoma patients; metastasis has a negative

effect on Greek patients quality of life.

This 'study has contributed to the body of knowledge surrounding the
HRQOL of Greek patients who had experienced cancer of colon and rectum
in a number of ways. Therefore, it provides implications for practice into a
Greek cultural context as well as recommendations for the assessment of

HRQOL in colorectal cancer survivors.
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8.2 Implication for practice

In this study it has been found that depression is a predictor that could
modify patients’ quality of life over years. The timely identification and
trcatment of depressive symptoms in colorectal cancer patients would be
very important for developing a strategy to prevent mental functioning in
these patients. It could also provide an ongoing follow-up care on a more

individualized basis for improving their overall quality of life.

Also, physicians should not underestimate the cost of the sphincter
sacriﬁéing technique on patients’ quality of life years after surgery.
Furthermore, the existence of specialist stoma care nurses for caring patients
suffering from colorectal cancer, with a permanent colostomy, are important,
since stoma therapy nursing has not yet been established in Greece.
Specialist stoma care nurses can assist rehabilitation starting from the
preoperative stage, or as soon as possible after stoma surgery, in order to
prevent late adverse effects of stoma surgery on patients’ quality of life.
Rehabilitation is an ongoing process that encompasses many aspects of life
such as physical, emotional, cognitive or social functioning. Through this
process, an adaptation strategy must be developed especially for supporting

Greek women with a stoma and a poorer body image.
Finally, one priority for nurses who care patients with recurrent disease

would be to set goals for supporting both physical needs of the patients (e.g.

pain relief) as well as the psychosocial aspects of their quality of life.
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Table 8.1 summarizes the statistically significant, the important but not

stgnificant and insignificant key findings of the present study as well as the

suggested implications.

Table 8.1: Key findings and implications

Statistically significant findings

Implications

*Depressive symptoms are significant predictors of the

overall HRQOL of colorectal cancer patieats.

*Patients with a low income experience an overall

lower HRQOL.

*The overall HRQOL of patients with a colostomy
appliance is inferior to that of patients withont a

colostomy.

*Stoma patients have more dissatisfaction with their
body appearance compared to non-stoma and this

dissatisfaction is more prevalent to women.

«Stoma patients experience more worry associated
with death than non-stoma patients.

*Patients with a metastatic disease experience a lower
overall as well as dimension-specific HRQOL than

those who considered to be free of cancer.

*Timely identification and treatment of depressive
symptoms and strategies 1o assess negative
psychosocial impact on patients post-operatively.

*Development a policy that wounld support patients

of low income status,

*Establishment specialist stoma care narses in
Greece for setting goals in pre-operative, post-
operative and rehabilitation stages. The specialist
practitioner should adopt a patient-centred approach
to care, ensuring that important aspects of care, such-
as the early teaching to stoma management skills,

are not neglected.

*Pregperative support of women with a stoma and
development an adaptation strategy to a new body
appearance by helping them to counteract the threats
presented by the effects of surgery.

*A patient-centred psychological care of stoma
patients thronghout the treatment process.
*Establishment goals for snpporting both physical
needs of patients as well as psychosocial aspects of

quality of life.

Important but statistically insignificant findings

Implications

*Stoma patients have a reduced physical functioning,

emotional well-being and functional well-being

Preoperative, and posi-operative holistic assessment

of patients’ needs, (physical, emotional, functional),
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compared to non-stoma patients.

*Women with a stoma and low body image may face

difficulties in their sexunal activity.

as well effective communication between medical
colleagues and stoma care nurses in order to
optimize the process of rehabilitation.

*Adaptation to a changed body image for preventing

the indirect effects of stoma to sexual functioning.

Statistically insignificant findings

Implications

*Colorectal cancer patients of different disease stages
and at different time since diagnosis do not experience
statistically significant differences at the level of their
HRQOL.

*Gender, and age as well as the level of
communication between couples do not associated

with outcomes on the HRQOL of survivors.

Publishing the findings of the present study in Greek

nursing journals or international nursing journals.
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8.3 Recommendations for further research

Further research in this area should be conducted within a multidisciplinary
contexf.

The present study has provided a high overall and dimension specific health-
related quality of life score for Greek colorectal cancer survivors. Since the
number of studies that have investigated the overall health-related quality of
life of colorectal cancer survivors is very limited, more longitudinal studies
measuring total and dimension specific quality of life have to be designed,
particularly for patients who have survived beyond one year after diagnosis.
Factors that could influence patienis’ quality of life such as the existence of
other comorbidities or a low income also have to be examined. Also, more
patients with advanced stage disease and long history of colorectal cancer as

well as of other ethnicities should be necessary to be included.

This study has provided evidence that depressive symptoms predict Greek
colorectal cancer survivors’ quality of life. Lately, some researchers have
tried to link the role of mood in survival. Onitilo et al. (2006) in a 8-year
follow-up study demonstrated that the coexistence of cancer and depression
is associated with an increased risk of death. Similar findings have been
confirmed by Faller et al. (1999) in a lung cancer patients’ study. These
authors reported that emotional distress and depressive coping style
predicted short survival. Although the impact of depression on mortality has
not been definitely confirmed by Spiegel & Giese-Davis (2003) review
study, the latter concluded that untreated depressive disorders might be a

risk factor for cancer progression.
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On the basis of the preceding evidence, the results of the present study
highlight the need to evaluate the prevalence of depressive disorders in
Greek colorectal cancer patients several years after the diagnosis, using
specific standardized scales. Also, further work should focus on the risk
factors for depressive symptoms in patients at follow-up. The exploration of
the relationship between low income, comorbid conditions and depressive
symptoms should be an aim of future studies.

The cross-sectional nature of this study did not allow the evaluation of
causal associations between depression and quality of life. For a further
exploration of the causal effects of depression on quality of life, the use of

prospective, longitudinal study designs would be required.

The results of this study highlight the need for obtaining more information
on the overall and dimension specific effects of stoma surgery on Greek
patients’ quality of life. Further work is needed for evaluating the sexual
functioning as well as the body image of Greek women with a colostomy
appliance through specific scales. Constructs such as body image or sexual
activity should be taken into account in such an evaluation.

Generally speaking, for obtaining a clear perception about the ditferences in
quality of life between stoma and non-stoma patients, more work is needed
that would include large prospective studies in which patients’ quality of life
should be evaluated before and after surgery. Also, there may be a difference
in certain aspects of quality of life in patients who have undergone a low
anterior resection compared to those who were given a high anterior
resection. The investigation of the method of surgery (high versus low

resection) would be an important addition to future research.
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Another area for further research is related to the health-related quality of
life instruments. As previously discussed, the available HRQOL instruments,
even though provide evidence for validity or reliability, they have been
designed for clinical trials. Therefore, they are of limited applicability to
long-term survivors. Patients may feel that issues related to hope and fears
about the future, worries about recurrence or adaptation to cancer, are
problems of equal importance to the physical symptoms produced by cancer
and its treatment at follow-up. The development of instruments that wéuld
cover issues more relevant to cancer survivors would be an important area
for future research. Recent work conducted by Zebrack et al. (2005) reports
on the development and the evaluation of a new instrument that measures
aspects of long-term survivorship. However, further work is needed to

confirm the psychometric properties of this instrument.

Also, it has been agreed that HRQOL instruments may only capture aspects
of subjective health status. A fundamental limitation is that whilst they
capture issues that the developers of them consider as important, their
importance to patients’ concepts has been overlooked (Dijkers, 2003; Carr et
al., 2001). In order to ensure that the quality of life approach used in this
study reflect the health-related quality of life issues of most concem and
relevance to a Greek cultural context, an in-depth insight into the experience
of Greek patients surviving colorectal cancer would be another area for
further work.

Detailed information about Greek patients’ quality of life can be abtained by
structured and unstructured interview procedures in which a holistic point of
view of patients’ subjective well being is achieved. The combination of both

qualitative and quantitative approaches would provide an in-depth
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understanding on patients’ perspective, giving at the same time the

possibility to generalize and predict.
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APPENDIX 1

PATIENTS’ LETTER
Study Title: Evaluation of quality of life of long-term survivors

of bowel disease patients

Dear (patient’s full name)

I am currently carrying out research into the quality of life in people who
have had bowel disease. It is hope that by exploring this area we will better
informed of patients’ needs and will be able to improve the care offered in
the future. I would like to invite you to take part in this study. Your
participation is entirely voluntary. Your physicians are already aware of this
research being carried out and permission was also obtained from them

before 1 use your personal data.

Before you decide whether you wonld like to participate, it is important that
you understand why this study is being carried out and what it will involve.

This letter and enclosed details will give you information which you may
wish to discuss with your family, friends and hospital staff. Please take time
to decide whether or not you whish to participate. Please ask if anything is
not clear or if you have any additional questions or queries about this study.

You can contact me directly on 6945-463990.
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Thank you for taking the time to read this and for considering taking part in
this study.

Yours sincerely

Doga Georgia (Mrs)
Tel: 6945-4639990.
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APPENDIX 2
MODERN GREEK TRANSLATION PATIENT’S LETTER

ITPOX TON AXOGENH

Tithog pehémg Aohdynon g o tog {wng acbevav mov Eyovv

emPidoel and Vv vOo0o TOV TAYEOS EVIEPOU.
Ayarmmt Kupia/Kope

Ipéopata detaym pia épsuva tavo otnv mTowdtnta (WS TV avlpodnKy o1
omoiol voonoav kot élafav Bepancia ywo v vOoo TOL TEYEOS EVIEPOD.
Einilovpe 6Tt péoa and pa tétowe Sigpevvnon Be emMTOYOLHE KAAVTEPT
| TANPOPOPN O YOP® and TS avaykes Twv acbevav ka £tor Oa cipaote ot
Béon va Pertidoovpe ™V ROPEXOUEVY] OPOVTION Y TOVG UEAAOVTIKOUG
acBeveic. Oa MBgho va oug mpookorécw vo AdPete pépo¢ oe vt v
perém. H ovppetoyy oog eivar eviehdg eBehovriki. O yatpdg mov oog
nopakorovBel €xel MOn evmuepwlel yia v wapovoe £pevva. ARG Tov
Ywtpds oac emiong £xo mapel v ddewr Y va emkovoviice poli oag Kat

VoL ¥PCLHOTONCW TQ APOCOTIKE oo dedopéva.
flpoto® anmogacioste edv Oo embupodoNTE Ve CUUUETAGYETE KPIVETAL

ONMUaVTIKO vo. yvOpIileTeE TO OKOMO avT¢ TG HEAETNG KOl TL QLTI

neptaapBaver.
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" A0 10 Ypappo kaBdg eniong kat o1 emovvantOpeves Aertopépeleg Oa cog
dhoouvv kafe mAnpopdpnom v omnoic umopeite vo. cu{NTHOETE ME TO
OIKOYEVEWNKO oag mepPdAlov, ToVg @QIAOVG 6ag | HE TO TPOSOMIKS TOV

VOGOKOLEIOV GG,

[Mapaxaid ckepteite pe dveon ypdvov edv eMBLUEITE VO CUUUETEXETE T OYL.
Edv vrapyet kAt mov dev KATAVOELTE 1| £XETE OTOEGONTOTE ANOPIEG CYETIKA
HE auTh TN pEAETN pmopeite va emkowvaviioete pali pov onowdmote dpa

NG uépag oo 6945-463990.

Zog evxapiot® Y 10 ¥pdvo mov Swbécate yw va Swfdcete avtd To

YPGHUHUO KOL VO OKEPTEITE VO GURUETEXETE G QLTI T1) LEAETY.
Me extipmon

Adya T'ewpyio
TnA. 6945-463990.
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APPENDIX 3

INFORMATION SHEET

TITLE: Evaluation of gnality of life of long-term survivors of bowel

disease patients

Background to this stndy

When we evaluate a new treatment (e.g. new drugs), one of the most
important areas to consider is the impact on people’ health and quality of
life. Although much work has been undertaken investigating peoples’
experience of disease during the diagnostic or treatment phase, we do not
know many about the needs of patients as they enter the post-treatment of
their journey as well as the late impact of disease and its treatment on their

quality of life.

The purpose of this study

Knowledge of the experience of the patient with bowel disease would be
useful to health care professional to prevent possible late effect of the
disease during follow-up evaluation, or to policy makers to plan specific

health care programs to improve quality of life.

Why have I been chosen?
The researcher wishes to explore the quality of life of patients who had
survived their disease from one to several years ago. Patients were chosen to

reflect a broad range of treatment received for bowel disease.
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What will the study involved?

If you decide to take part in the study you will be asked to complete a
rescarch pack which contains four questionnaires together with a
demographic data sheet. This pack should take approximately 30 minutes to

complete.

Do I have to take part?

No, taking part in this study is entirely voluntary. If you decide to take part, |
will ask you to complete and sign a consent form giving permission. Even if
you decide to take part, you will free to withdraw at any time and without
giving reason. Your decision will not affect the medical care or treatment

that you receive at any time.

What are the potential risks for me becoming involved in this study?

This study involves competing questionnaires which will ask you about your
health and quality of life, and you may find this upsetting. You may also
becoming tired or find difficulty in answering some of the questions. The
researcher will try and minimize these potential issues by providing clear
instructions on how to complete the questionnaires, and by providing a
contact telephone number if you have any queries or concerns about the

questionnaires.

What are the potential benefits for me becoming involved in this study?
‘You may find that completing the questionnaires provides a chance to reflect

upon your experience. This study will provide other health professionals and
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patients with a better understanding of the impact of your illness and
treatment once treatment has been completed, and assist in providing

treatment and care which improves patients’ health and quality of life.

What happens next?

Since you carefully read this information and if you decide to take part you
have to return the enclosed reply slip within a couple of weeks. This will
allow you time to study the information and give you the opportunity to
discuss the study with relatives or friends. A week from the day of sending
you this letter I will contact you by telephone in order to ensure that you
have received it. If you already have received it we will have the opportunity
to discuss any aspects of the study in further detail.

If you agree to complete the questionnaires, I will send you the research
pack and a second copy of the letter, information sheet as well as and a
consent form. You will be asked to return the pack in a stamped addressed
enveloped provided. You will also be asked to send the signed consent form
to me in a separate stamped addressed envelope. This is to ensure that your

anonymity is maintained.

What if I change my mind about participating?

You can change you mind about participating at any time. You can do this
by contacting me directly on the contact number below or asking a relative,
friend or health care professional to contact me on your behalf. Messages
can be left at any time (including evenings, nights and weekends) on a
voice-mail facility. You do not have to give any reason for withdrawing

from the study.
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Will my details be kept confidential?

All information that is collected about you during the course of this research
study will be kept strictly confidential. All data will be anonymous and your
data will be given a unique identification number. In addition, any
information about you which leaves the hospital will have your name and
address removed so that you can not be recognized from it. It will not be

possible to identify you in any report or publication of this study.

Who has reviewed this study?

1 am MPhil (research) student based at the School of Health Sciences,
University of Wales Swansea, Singleton Park, Swansea, SA2, 8PP, United
Kingdom. This study has been reviewed by my academic supervisor, Mrs

Faye Kinsella, Lecture at the School of Health Science.

If you have any questions or would like any further information please

contact:
Georgia Doga (Mrs)
MPhil candidate

Tel: 6945 463990

If you decide to take part in the study you will be sent a copy of your signed

consent form.

Thank you for taking the time to read this information.
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APPENDIX 4

MODERN GREEK TRANSLATION OF INFORMATION
SHEET

ENHMEPQTIKO ®YAAAAIO

TITAOZ A&odoynon g modoTTag {ong Tov acBevav mov £govv

empPlodceL and TNV YO0 TOV AAYEOS EVTIEPOV.

AVTIKEILPEVO OVTIG TG REAETTG

Otav a&iohoyobue pia véo Oepameia (my véa @dapupoxka), fa mpéner va
AGPovupe v’ dyv pag TOV AVTIKTURO OV UMOPEL avTh va EXEL GTNV VYEia
TV avlponwv kol oy Toldmte ¢ {oNg Tove. AV Kol TOAAEG £PEVVEG
UEYPL GTIUEPA EYOVV ECTIACEL GTO VOL LEAETIIOOULV TNV EUREPIT TV A0OEVOV
KOTa TV SwyveooTikn kol Bepamevutik @don g achévelds tovg, dev
gipnoote o€ Béon va yvopilovpe apketd ya TG avaykes Twv aofevdv kodog
avtol uraivovv oty petd Bepaneio gaon avtov 10V Ta16100 KeBdg eniomng

KQ1 TOV QVTIKTUTO TOL pumopei va €xel n B 1 acBévewa kot n Bgpaneio g

oV oldTa TS Cng Tovg.

LKondg avThg TS PEAETNG

H yvioon g gunepiag tov acbevdv e m véco tov mayxéog eviépov Ba
Arav YpHolun otovg emayysApoties vyeiog oto va mpoidPouve mbBavég
Lokponpobecueg mapevépyeieg g aobévelng katd 1o ¥poévo TG

enavo&loAOYNONG TOUG 1| OTOVG MOALTIKOVG GYESWGTEG OTO va GYedidoovy
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£k rpoypappate povtidag vyeiag e mv Peitioon mg nowomrag Long

TOUG,

INaoeti €xo emdeyei;

Méoa and v napoloa £pevva 1| EPELVITPIL GKOTEVEL VoL JIEPEVVICEL TNV
nowdmte. {ong twv aclevdv nov épouvv emlfoel petd and éva émg kol
apkeTd xpovia and ) Sidyvewan g acBévawng tovg. O acBeveig £youv
enheyel Mote va avimrpocensiovv pia gvpeia katnyopin Bepansidv mov

&youv Adper

Th O rephapfavel avt) n peréTy;

Edv anogacicete va AaPete pépog oe avty myv £pevva Ba cag Inmbei va
CUUAANPDOOETE £va EPELVNTIKO TakETo 10 omoio Ba meméxer técoepa
EPOTNHATOAOYIR KO VO QUAAAIO PE TA SNPOYPAPIKE OUG XUPAKTNPLOTIKA.
O ypo6vog mou B anontnOei Yo va cuunAnponcete avtd 10 rakéto Ba sivan

nepinov 30 Aentd.

Eipat vroygpeopévog/n va Lafo pépog;

Mrnopeite vo enhééete edv embBupeite | Oy va CUPUETEXETE OV £pELVAL.
Edav anogoaoicete va coppetéyete Ba oag {nmoei va copndinphoete kal va
VROYPAYETE T0 GYETIKG évTvmo 10 omoio Ou emPePardver TV cvyKaTdBEoT
oag. Ig nepintwor Aov anopucioste va AdPete pépog Bu eiote ehetbepog/n
VO QVAPECETE QUTH 6AG TNV ANdQEcT) OTOWdNTOTE oTiypun 10 emBuunoete
Kol Ywpicg vo elote vmoypewpévog/n va dboete eénynoes. H andeaon cag
avty dev o emmpedosr oe kapia AEPinTOON TV @povtida vysiag | ™V

Oepancia nov iowg AdPete og OMOWONAOTE XPOVIKT) CTLYUT.
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Le mowovg Tlavovg Kivdvvoug evdéyetar va vrofan0® ocvppetéyovrag oc
avTi] T pEAET;

H nopodoa perémm nepirapPdaver v COuTANpOon epOINUATOAOYiOV péoa
and To OMOi0 KUAEIOTE VoL AMAVTOETE O 9ENaTa OV APOPOvV TNV VYEIR
oag Kot v mowotnte {ong oag Kal evOEXOUEVIC KATL TETOI0 OOG KAVEL Vo
awcfavleite avaoctatopévogm. Towg vidoete  kovpaopévog/n M
avTipetonioete duckoAieg OTO vo amavinoete o kdmoleg gpwrtioelg. H
gpevviitpia Oa mpoorabhosl va elaylotonomioel Tig mOavotnteg va copPei
KAt ond o rupandve divovidg cag Eexabopeg 0dnyieg yia T0 TdG TPEREL Va
CLUUTANPAOCETE T0 EPOTNUATOAOYIR Kal Oivovidg cag T dvvatdtnra va
EMKOWVOVNOETE TMAEQAVIKAG MHoll g o mepintmon mov £xete Kanoww

anopia M Bérete va pwtioete oTwdnnote oyetileton pe 1 poTUATOAOYIAL

ITowr mBava opéin Ba Aafo ocvppeTErovrag 0 QUTI| T HEAET;

Towg Bpeite Om1 péoa and ™ CLUTANPWOT] TV EPOTNUATOADYIOV OOG
diveton M evkoupia va exepdoete v epunepio cag. Emmiiov aumi n perém
fa dmoel T Odvvardotnta o emayyeipatieg vyeiag kou oofeveig va
KATAVOTCoVV KOADTEPQ TOV avTiKTLRo T acBéveld oug Otav kibe Bepansia
£xer ohoxinpwlel kou va Bonioel o evoriaxtikn fepancia ko gpovrida 1

omoia 8a PeAtudvel v vyeia T@v acBevav kon v rmowdtta {ong.

Ilowo givar To exdpevo Pripo;

Eg@ocov pe npocoyn dafacete autég TIg TANPOPOPIES Kol EQV ATOQPATICETE
va, AdPete pépog Qo mpémel vo EMOTPEYETE TO OROVINTIKO BEATAPIO
pnéoa oe dVo ePfdopadec. Katt téroo Bo cag ddoeL 10 YPOVO MOV ECEIG
XPEWCEDTE Y100 VO NEAETI|OETE QUTEG TIG TANPOYOPIEG 1) vaL TIG SVENTACETE pe

ovyyeveig 1 @iloug. Mia eBdopddo petd v amOGTOAN NG TOPOUOOG
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emc‘cblﬁg Oa emowvoviicw pali coag miegovikdg yw va emiPefaudcn 6TL
v €xete AdPel. 'Etor Ba &xoupe v gukapic va oulnTRoOLUE TNAEPWVIKDG
kat pe kaBe Aentopépera otdbnmote oxetieton pe avthy v perém. Edv
CUUPOVEITE VO CVUAANPAOCETE To EPOINMUTOAGYIX Ba oug oTell®
TRYVOPOUIKDG TO TAKETO HE TNV £PEVVE, £V AVTIYPUPO QVTAHS TNG ENCTOANC
Kat 10 évumo g ovykatddeong oag. AQov cupnAnpdocete TV épevva Oa
PENEL VUL ENCTPEYETE TO TOKETO TAXLOPOULKDG ¥PTCYLOTOUDVTIAG TOV KEVO
pakero mov Ba nuparaPete péoa oto nukéto. Agv yperdletal va koAANGETE
YPUUHOTOGUO OVTE v Ypayete otov Kevd @akelo tnv S1evbuvon tov
napeANnTN aeol 1 61vbuvvon mou Ba otarel o @dkerog Bo vdpyer NdN
YPAUPEVT ENAVE TOV.

Mnopod va arra&e YVONN CYETIKA PE TV GUPNETOY] IOV GTNV EPELVA
vai 1 6y;

‘Exete v dvvatomnta vo aAAAEETE YVOUN KOl Vo U] GUUMETEYETE OTNV
épgvva  omowdnmote oty to  embupnoete. Mmopeite ve  pov
TNAEPOVIGETE GTO VOUUEPO TNAEPADVOL Ttov Ba Bpeite oto Téhog avThg NG
eMOTOMG 1 v {nnoete and giloug, ouyyeveic 1 and 10 YaTpd 60g v TO
KGvel ek pépoug oag. Eniong pmopeite va agpioete pmivopa 6Tov antopato
THAEQWVNT omowdnmote pa (cvpunrepapPavopévov Bpadur kot
ZaPPatoxdpaka). Agv giote oe kopln mepimtwon vroypewuévog/mn vo
dwoete e€nynoelg yio 10 Adyo ywa TOV OMOI0 AMOQPAGICUTE VO U7

GUUHETEYETE.

Or Tinpogopicg mov B dOo® Bu cival EPRICTEVTIKES;
Ola ta otoyeio mov Ba ovykevipwbovv and avti) v perim fa sivor

anoivta gpmoteutikd. Ola 1o 6gdopéva Ba mapapeivovy avadvoua xat Oa
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avayvopiCoviar péoa and éva kwdkd voovuepo. Emmiéov, otoyein mov
oyetilovial pe £0dg kat mov Ba weprEYoLV T0 dvopa oag N T dievBuven cag'
and v otyun mov Ba @uyouv arnd 10 YMpo TOL vocokougiou dev Ba
vrapyel  duvatdTTE Vo PIOpEl va avayvoploTovv 0Tt oag avijkovy. Télog
og kapio avapopd 7 dnuocievon autig ™G HEAETS ev Oa eumtepidyeTe T0

ovoud oag,

Iowog £xeL TV emonTEia AVTHG TG HEAETNG;

Elpar petarroypon epeovntikn gormtpie omyv ZyoAf| Emomuav Yysiag
o10 [Taverniompo mg Ovariag ZoudvQ (University of Wales Swansea),
Singleton Park, Swansea, SA2, 8PP, UK. Tnv Enonteia avtig g épevvag
gyeLn axadnuaikn pov exdéntpuwe Mrs Fay Kinsella, Aéktopag g oyoAfs.

Eav éyere omowdnmote epdmnom 1M embupeite emmwAéov evnpépmaon

TOULPOKUAD ETKOWVIOVIGTE:
Iewpyia Adya

MetanTuaxn eottiTpla
TnA. 6945 463990

Edv amopacicetre va ovppetéyete otnv épevva 0o ooag otarel éva

VROYEYPAUHUEVO AVTIYPAPO TNG EVIVANG CVYKATAOEST|S GUg.

Evyaprotd vwe To ypévo mov Swbicare va Swfdeere avty v

EMCTOM.
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APPENDIX 5

CONSENT FORM

TITLE OF PROJECT:
NAME OF LEAD RESEARCHER:

PLEASE INITIAL YOUR CONSENT IN THE BOXES

1 I confirm that I have read and understand the information sheet for the
above study and have had the opportunity to ask questions. I confirm I
have received information on how to contact the researcher.

2 I understand that my participation is voluntary and that I am free to
withdraw at any time, without giving reason, and without my medical
care or legal rights being affected.

3 I understand that sections of my medical notes may be looked at by the
researcher. I give permission for the researcher to have access to my

records.

4 I understand that all data will remain confidential and used for
research purposes only.

5. I wish to receive a summary of the study on completion

6. Iagree to take part in this study.

Name of Patient

Signature of patient

Date

Name of Researcher

Signature of researcher

Date
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APPENDIX 6

MODERN GREEK TRANSLATION OF THE CONSENT
' FORM

ENTYIIO YT KATA®OEXHZ

TITAOX MEAETHZX:
ONOMATEIIQNYMO EPEYNHTPIAX:

ITAPAKAASQ YIIOTPAYTE ME TA APXIKA ZAX KAGE ENA ATIO
TA TETPAI'QNAKIA

1
EmBefardver 0Tt éxo dwfhoel ko TApoE KaTavofioel 1O
EVNUEPOTIKG QLAAADI0 TOV APOPA TNV AAPATAVE® EPELVE KoL OTL
pov 8obnke M Suvvardétre vo VOPaAiwm  SLEVKPVICTIKES
gpotnocc. Empefudve 6t éxo evnuepabel Yo tov TpOTO pE
TOV OT0I0 UTOPd va £pOm OE ETAPT) PE TNV EPEVVIITPINL.

Exo mAMipog Katavonoel 611 1] GUPUETOYN HOV 6NV EpEuva Eivat
gfshoviucy kot Om eipon  ghedfepog/m va amocvpw TV
GUPUETOYY) MOV GE OMOLOdNTOTE Ypdvo Ywpic va ddocw einyroelg
Y1 T0 Adyo Tov T0 KAve Kol Ywpic va emnpeactel N mwapoym g

WTPIKNG pov ppovtidag N driha Sikaldpote 1oV Exm.

Katavod 6t np gpeovitp Oa xpewotel vo yvopilel 1oTpikeg
TANPOYOPIEG MOV PE aYopolV. Aive TNV AdEI oTHY EPEUVITPIL
va £yl TpocPooT oto WIpikd pov opyeio.

Exyw xatoddPet 611 oA to dedopéve pov Oa mopopeivovv
EUTICTEVTIKG Kot Oa ypnolporomdolv povo Y EPEVVIITIKODG
GKOTOVE,

®o gmbupovoo vo evueEped® Yw Ta AROTEALCUOTO TNG
Epevvac,

Zupeova vo GUPUETAGY® TNV Tapovon EPEDVO.
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Ovopatenmvopo AcBevoic:
Yroypagn.acBevoic:

Huepounvio:

OvopuTeEn®VOUO EPEVVATPLOG:

Ynoypupn epEOVITPLIOG:

Hpepopmvia:
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APPENDIX 7

DEMOGRAPHIC DATA QUESTIONNAIRE

This questionnaire asks you to provide some general information
related to your demographic or other characteristics.

Please reply to the questions below putting a mark (X) to the relevant
box.

Code Number: (it is completed by the researcher).
Gender [0 Male O Female

Marital status
O Single

O Married

O Divorced
O Widowed

Educational level

O Primary School
O Secondary School
O College /University graduate

Employment Status

0 Unemployed

O Household

O Retired

0 Clerk officer

O Skilled workman
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0 Farmer
[0 Work on their own job
O-Other

0 Not work due to the disease.

Income (per month)

0 Less than Euro 440

J Euro 440-880 Euro

] Euro 880-1467 Euro
0 Euro 1467-2347 Euro
& Over Euro 2347

" Date of Birth:
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APPENDIX 8

MODERN GREEK TRANSLATION OF THE
DEMOGRAPHICAL DATA QUESTIONNAIRE

EPQTHMATOAOI'TO AHMOI'PA®IKQN

XAPAKTHPIXTIKQN

To mapakdTE® EPOTNHUTOIIYTIO 60g {NTA VO GTAVINGCETE OF YEVIKEG
EPMTICES MOV oyeTilovral pe dnpoypagikd M| Ghia JOPUKTRPIOTIKG

ouc,

Hapakai®d aXEvVTGTE OTIC TUPUKATM EPWTIGEIS CIUELOVOVTAS NE EVa

X 10 avTicTOL(0 KOVTAKL

AvEwv ap1Budc:
dovro Avopag [

OIKOYEVELOKN KOATAGTOOT)

0 Ayapog/n

O Eyyapog/n

[ Xopiopévog/
0 Xfipog/a.

Exnaidsvtikd eninedo
O Anpotiko

O Tvuvdowo

0 Avdkeo

0 TEIVAEI

EndyysApo

O Avepyog

O Owwaka

O Zvvra&rotyog

O YrdAAnAog ypagpeiov

IMovaixa O
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O Epyatotegvimg

O Aypomng

00 EAe0Bepog enayyelpatiog -

0 AXAo

0 AndAieia epyaoiog Adyw acdévelng

Owoysveloko unviaio e1oodnuU

O0°Ewmg 440 Evpa (150.00006py)

0O An6 440-880 Evpd (151.000-3000.000 6py)
0 Ané 880-1467 Evpd (301.000-500,000 6py)
0 Ard 1467-2347 Evpo (501.000-800.000 6py)
O And 2347 Evpd (800.000 6py) kot v

Xpovohoyia 'evviiceng:. ..
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APPENDIX 9
FUNCTIONAL ASSESSMENT OF CANCER THERAPY-
COLORECTAL (FACT-C) QUALITY OF LIFE
INSTRUMENT

Below is a list of statement that other people with your illness have said are
important. By circling one number per line, please indicate how true
each statement has been for yon during the last 7 days.

Not atall A little bit Somewhat Quite a bit Very much
0 1 2 3 4
I. I'have a lack of energy 1 2 3 4

Items (using the same format as above):

PHYSICAL WELL-BEING

1. Thave a lack of energy

2. I have nausea

3. Because of my physical condition, I have trouble meeting the needs of my
family

4. I have pain

5. T am bothered by side effects of treatment

6. I feel sick

7. I am forced to spend time in bed

SOCIAL/FAMILY WELL-BEING

8. I feel distant from my friends
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9. I get emotional support from my family

10. I get support from my friends and neighbors

11. My family has accepted my illness

12 Family communication about my illness is poor

13. 1 feel close to my partner (or the person who is my main support)
14. Have you been sexually activity during the past year?

No— Yes——If yes: 1 am satisfied with my sex life

EMOTIONAL WELL-BEING

15. 1 feel sad

16. I am proud of how I’m coping with my illness
17.1 am losing hope in the fight against my illness
18. I feel nervous

19. I worry about dying

20. I worry that my condition will get worse

FUNCTIONAL WELL-BEING

21. 1 am able to work (including work in home)

22. My work (including work in home) is fulfilling
23. T am able to enjoy life

24. I have accepted my illness

25. I am sleeping well

26. I am enjoying the things I usually do for fun

27. I am content with the quality of my life right now

ADDITIONAL CANCERNS

28. 1 have swelling or cramps in my stomach area
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29. I am losing weight

30. I have control of my bowels

31. I can digest my food well

32. 1 have diarrhea

33. I have a good appetite

34. I like the appearance of my body

Do you have an ostomy appliance?

No— Yes— if yes; answer #35 & 36.

35. 1 am embarrassed by my ostomy appliance

36. Caring for my ostomy appliance is difficult
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APPENDIX 10

MODERN GREEK TRANSLATION OF THE FUNCTIONAL
ASSESSMENT OF CANCER THERAPY-COLORECTAL
(FACT-C) QUALITY OF LIFE INSTRUMENT

[Tapakadto eivar pa Aiota and dnidoeg wov ékavay dAiol avBpenol tov rndoyouvy
and Vv acfiveld cag kal ginav o1t ival onpavtikol. Znpeudvovtag pe KOKAO
évay (I) aprOpod ava ypappi), kabopicte 70 KaTa OG0 AVTATOKPIVOTAY GTV
TPpaypHaTIKOTNTE KGOE o and Tic INADOELS BUTEG ViR 60G, KUTA TIC TEAEVTUIES

7 nuépec.
DPYXIKH EYEZIA

ArwsBavopar xénwon

‘Exo vavtio 1) 1dom ywt EPETO.........

E&attiag ¢ sopatiis pov katdotaong éxo npdfinua
OTO VUL AVTUTOKPLO® OTIC AVAYKES TIS OIKOYEVELRS MOV ......

"EYO TOVOUG <.

EvoyhoOpor and 115 mapevépyeieg g Bepanciag pov

NOOB® APPOCTOC...ccrevrereierriariannen

AvayxéCopar va péve a1o Kpepatt

KOINOQNIKH / OIKOI'ENEIAKH

EYEZIA

Nowwbo xovtd otoug gilovg pov ...

......................................

H owoyéveur pov tpospépel covanstnuanikn

CLUNAPAcTAoT

KaBé Aiyo Apxerad Ilapa
Aov Kaneawc TOAD
0 1 2 3 4
0 1 2 3 4
0 1 2 3 4
0 1 2 3 4
0 1 2 3 4
0 1 2 3 4
0 1 2 3 4
KaBé Aiyo Kaneo Apxer Ilapa
Aov < a TOAD
0 1 2 3 4
0 1 2 3 4
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Yroompilopar and 1oug QIAOUG OV ....oevvvvvirriiereneecne e, 0
H owoyéverd pov £xel arodeytei tv acbéveud pov............. 0

Eipar wavonompévog / ) pe v ETIKOLVQVIA OV €40 PE
TV OIKOYEVELG POV OGOV a@opd TNV acBEveld pov..............

Awwdavopal Kovia ato (o) cUvIpod pov (1 6T GTOpO
OV KUPIWS POV CUHPROPOACTTEKETOL) .evvvecrieirreisecsassrssesssconnes 0

Avedaprro ue to £xiTEdO NS ONUEPIVIG 0OE TECOVAAIKIG
SpaopICTHTOS, TOPAKOAODUE VO amaviioTe oV arxoAlovdn epdtor.
EGv mpotiudte vo unv v anavriocts, oqueidote pe X 10 KOvTax: avto:
KOl GuveyloTe onV eROUEVY sviTTa

Eipar ikavorompévog () pe ™ oefovaiikn pov fon 0
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Enucudvovrag pe kokho evav (1) apidpé ava ypappn, kabopiote To kata
7660 AVTATOKPWVOTAY GTIV TPEYUATIKOTI|TA KAOE pia and Tig INidoclg
GUTEG YU Gag, KuTh Tig TEAEVTaisc 7 nuEpEc.

LZYNAIZOHMATIKH EYEZIA Kabbé  Aiyo Apxerd  IMapa
Aov Kéanw TOID
S
Ggl‘ 0 1 2 3 4
.| Awobavopa Ghiym

o2 | Eipat ikevomompévog / n pe tov tpomo pe tov onoio

' r aviipsToRilo mv acBéver pov 0 1 2 3 4
om « Xbvw Tig ehmideg pov ot péyn pe v acbEveld pov.......... 0 1 2 3 4
n:rﬁ ALGBEVOUOL OVIOUYADL ..o oo oreceeceneecinecaceesrerieeseeensinesceane 0 1 2 '3 4
;rﬁ‘ AoBavopar avnouyic 6T 00 TEBAVE ....c.oovvv i, 0 ] 2 3 4

s [ Avnouyd 6L ketdotaon pov Ba yelpotepelet.................. 0 1 2 3 4

AEITOYPI'IKH EYEZIA Kab6 Aiyo Kane Apxe Ilapa
- hov I Ta Aokl
_ fm Eipat oe 0éom va epyactd (coprepridfete v epyocia
e OTO OTTTLY eoceeveverereasiveeteaesareeesessssnesassenanasseessnsessaneresnsensens 0 1 2 3 4
m ‘ H gpyacia pov (cupnepiiidpete my epyacia oto onity)
L HE TKOVOTLOTEL ..vuiiiciacaieiirnsssnsnsnernessssssienesssnssnenennsns s rees 0 1 2 3 4
ar3” Mropd Kot xaipopor T oM KO .o 0 1 2 3 4
"Gra ATOBEYOUUL TNV AOBEVELR PO ..ottt 0 l 2 3 4
ars KOUUARAL KOAR .cvvnvirnecrenirncnenee et eb et eos 0 ] 2 3 4
-_d_r?_ Anolappéve avtd nov cvviiBog Kivo yw dicokédaom
Rl DA L L ¢ T 0 [ 2 3 4
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WG Eipan wavorownpévog (n) pe myv nootnta {oig pov
L QUTT) TI OTU I ceerteernaeeiereruenansereesseses st srsnseseersseanssessnsesases 0 1 2 3
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Inperdvovrag pe kokio évay (1) apiOpod ava ypappn, xabopiocte 10 Katd ndco
GVTEROKPIVOTAY TV TPpayRaTkOTNTe KGO pra and Tig dniaaelg avtig Y
-6ag, Katd Tig TeAsvTaiss 7 nuépsc.

MNMPOXLOETEY ANHYXYXIEX Kaf6 Aiyo Kanwog Apkera Ilapa
oo TIOAD

‘Exm povokdpata 1] KpAPTES TNV TEPLOYT| TOV

OTOMAYOU e cecneieraemnene e emae et sae s easssss bt caba s b 0 1 2 3 4
KAVO PAPOC. -t ceerierereienieere s e et e ssa s e s 0 1 2 3 4
EALyX® TO TOTE EVEPYOUUAL .o crericiniveence e 0 1 2 3 4
Xovedo Kard 10 QaYNTO POV .o ceeiarsae e 0 1 2 3 4
"EX® SUAPPOLAL vttt e 0 1 2 3 4
H Ope&i OV EIVAL KART] -.cvvevevcecnccecine e 0 1 2 3 4

0 1 2 3 )

Mov apécel 1 eppavion 100 ooUaTdg Hov

"Eq£1€ OUGKEDT] KOAOOTOHIOG (ZNHEDOTE GTO AVTICTOLYC On1 Nai
A TEARGEIGTIO) rrireieee it rttiesie e e e s stammneeeeeeeeesesssnsnnnnnes cassssarnrnriessssssiines 1 D D

Av va, TopakaAgiote va anaveote ota 800
TOLPUKATEO EPOTUATA:

Me nepalel 1ov £x® CLOKELT] KOAOOTONIAG ........... 0 1 2 3 4

To Bpiok® dvckoro va va gpovTilm vy
o OVOKEDTG KOADOOTOUIOG «veevveriirercivrnnrieaeaenrnesesessies 0 1 2 3 4
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APPENDIX 11
SHORT FORM 36 HEALTH SURVEY
(MENTAL HEALTH)

INSTRUCTIONS: This set of questions asks for your views about your
health. This information will help keep track of how you feel and how well
you are able to do your usual activities.

Answer every question by making the answer as indicated. 1f you are unsure

about answer a question please give the best answer you can.
1. During the past 4 weeks, have you had any of the following problems
with your work or other regular daily activities as a result of any emotional

problems (such as feeling depressed or anxious)?

(Please circle one number on each line.)

YES NO

a. Cut down on the
amount of time you 1 2
spent on work or other

activities

b. Accomplished less 1 2

than you would like

c. Didn’t do work or

other activities as 1 2

carefully as usual
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2. During the past 4 weeks, to what extent has your physical health or

emotional problems interfered with your normal social activities with

family, friends, neighbours, or groups?

Not at all
Slightly
Moderately
Quite a bit

Extremely

(Please circle one number)

1

2
3
4
5

3. These questions are about how you feel and how things have been with

you during the past 4 weeks. Please give the one answer that is closest to

the way you have been feeling for each items.

(Please circle one number on each line,)

Allof |Mostof | A Good | Some of | A little | None of
| the the Bitof |the of the |the
Time Time the Time Time Time
Time

'Did you feel full of 1 2 3 4 5 6

fe?

_have you been a 1 2 3 4 5 6

2ry nervous person?

Have you felt so 1 2 3 4 5 6
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own in the dumps
1at nothing could

heer you up?

. Have you felt calm 1 2 3 4 5 6
nd peaceful?

. Did you have a lot 1 2 3 4 5 6

f energy?

“have you felt 1 2 3 4 5 6
ownhearted and blue?

. Did you feel worn 1 2 3 4 5 6

ut?

- Have you been a 1 2 3 4 5 6
appy person?

'Did you feel tired? 1 2 3 4 5 6

4. During the past 4 weeks, how much of the time has your physical health
or emotional problems interfered with your social activities (like visiting
with friends, relatives etc).

(Please circle one number)

All of the time 1
Most of the time 2
Some of the time 3
A little of the time 4
None of the time 5
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APPENDIX 12
MODERN GREEK TRANSLATION OF SHORT FORM 36
HEALTH SURVEY
(MENTAL HEALTH)

SF -36 EPEYNA YT'EIAX

OAHTI'IEZ: To gpwtpatordyo avtd nté tg 6ikég cog anOYELS Yo TV
vyeia oag. O mAnpogopies oag Ba pag Pontioouv va e&axpifdoovpe Thg
awcBdveote and mievpds vyeiog Kot OGO kaAd propeite va agyoindeite pe
TG cvvn Lo péveg dpacTnPIOTTEC Cag.

Aravticte onig epatoelg, Pabpokoydvrag kabe omavmon pe tov 1pdmo
7oL cag deiyvovpe. Av dev giote andivta PEParog/n nia v andvinom cag,

TAPAKOAODUE VA BOGETE TNV amAVINON oL Vopilete O6TL Taprdlel kaAvTEPQ

OTNV TEPINTWOT| CUG,

1. T tehevtaieg 4 epdopdadeg, cug TupovoldoTNKE —€ITE OTNV HOVAELL OUG
gite og kdmowa dAln cuvnOiopévn kabnuepvn dpactnpoTyta — kdmowo and
0 Aopokdte mpoPAfpate eaitiag omorwovdimote ocuvaisBnpaTIKOD

wpopinpnatog (A.x enedn voludoate pedayyoria N dyyoc);

(kvKh@oTE Evay aplOpd ce kdbe ce1pd)

NAI OXI
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a. Mewdoate o ypéve mov cuvbug £odevate otV

dovAgld oug 1 o€ GAAeS SpaoTNPLOTNTES 1 2
B. Emteréonte Mydtepa and doo Oo BElate 1 2
Kévate m ovieid 1 ko GAAeg SpaotnploTnTES 1 2

AMydtepo mpoceyTika an’ 6t cvvnBmg

2. T tedevtaieg 4 efdopadeg, oc 1010 Pabpd ennpéaoce N KUTACTOOT TNG

COUATIKIG oag vyelag 1 xdmow ocuvawctnuatika mpofifuato  Tig

ocuovnOiopéveg kowvavikég ocag dpacmmpdTieg HE TNV OIKOYEVEIN, TOUG

@iAovg, 1 TOVG YEITOVEG OaG 1) ME BAAEG KOWVOVIKESG ONADES;

(Bddte évav kOKLO)
Kaddéiov |
Elayota 2
Mérpua 3
Apketd 4
IMapo moAH 5

3. Ot mapakdtom EPOTHCEL; AVOPEPOVIOL GTO MG NCOAVESTE KAl OTO TMHG

Ntav yevikd n 8uiBeon oog Tig teievTaiss 4 efdopddec. [a k&be epdnon,

TOPAKOAEIOTE vo OMOETE EKEIVN TNV aRAvINGT oL TANGUALEL TEPLOTOTEPO

og 6T atobuvBnkarte.

T Tedevtaise 4 efdopadeg, yia 1600 gpovikd Sdotpe

(kvKhdoTe Evav apiBpo ot kaBe oe1pa)

Zoveywg | To Inpavrikd | Na

Miwkpo

KaBélov
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pEYUAOTEPO
daotnpu

ddoTpa

Kamoio

oaoTpo

drdoTpo

1obavocacte

EUATOS/M

DVTAVIO

. Eiyate mok0

KVEVPIGHO

160avocacte
G0 TOAD
£CUEVOS/T
VYOAOYIKA
oV Timote dev
RMOPOUCE VO

ag QTagel to

£QL

1oBavdcaots
pepia Ko

AV

. Eiyote moAd

VEPYTTIKOTN TN

T.

1ofavocaote

ToyonTeELON
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‘o pehayyoiia

\ioBavocaote

Eaviinom

B "Hoaote 1 2 3 4 5 6
VTV REVOS/N

).
\wofavoocaots 1 2 3 4 5 6

'00paoT

4. T 1ehevtaics 4 efoopadeg, 1 KATACTAGN TG CONATIKNG OAG VYEiUg
N xamoix ovvaistparikd mpofinuara yw wdoo ypovixkd dwommpa

EMNPEACAV TIG KOWAOVIKEG Gag dpactpldTnTeS (.Y SMOKEYELS GE PIAOVG,

CUYYEVELS);
(Baire évav koxho)
Zoveydg 1
To peyarivtepo ddonpa 2
MdAlov puxpd ddctnpa 3
[Na pukpo dhdotnua 4
Ka8éiov 5
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APPENDIX 13

Center for Epidemiologic Studies Depression
Scale (CES-D)

Below is a list of some of the ways you may have felt or behaved.
Please indicate how often you have felt this way during the last
week by checking the appropriate box for each question.

Rarely or
none of the
time
(less than 1
day)

Some or a
little of the
time (1-2
days)

QOccasionally
Ora ’
Amount
time
days)

of
(3-4

All the time
(5-7 days)

I was bother by
things that usually
do not bother me

I did not feel like
eating; my appetite
was poor

1 felt that 1 could not
shake off the blues
even with help from
my family

1 felt that I was just

as good as other
people
| had trouble

keeping my mind on
what I was doing

1 felt depressed

I felt that everything
I did was an effort

1 felt hopeful about
the future

I thought my life
had been a failure

1 felt fearful
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1y sleep was restless

was happy

talked less than
sual

felt lonely

eople were
nfnendly -

enjoyed life

had crying spells

felt sad

felt that people
isliked me

[14

could not
oing”

get
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APPENDIX14
MODERN GREEK TRANSLATION OF CES-D

CENTER FOR EPIDEMIOLOGICAL STUDIES
DEPRESSION SCALE (CES-D)

TNapaxoio cbp:tlnpdnre évo. X 670 teTplywvo mov Gewpeite O avmamokpivetol oto g
aobavoouctay katd m dulpkewr mg mepaopévng efdouadog (kat o povo mag ccddveste

VT TN OTYYH).

2oV [AYEQ Mepik 2DVEY MG
Ao oo (12 mopsge% 4[5
KaB6hov|nuEpes) NUEPES)
(AryG1ep
0 amo_ 1
NHEPQ)

I. Me evoyrovoav mpeypate mov cuvidwg OtV e

EVOYAOUV.

2. Aev eiyn S10Beon va edw. H 6peln pov ftav
Kokn.

3. AoYavoUoLY OTL 0gv Bo. LITopoLoa. Vo )
oG TIG MOPES OV, AKOUOL QUTE KOL JE TH Geul

NG OIKOYEVEIAS LoV 1) TV GIADVY LOV.

4. Aiobavopovy OTL ElpOL TO 1010 KoAd OrwS oL GAAOL
avBpamor.

. Elyo mpoPanuo 610 va kpatnow 1o HuoAd HOV
mwkevrpcopsvo G QT MOV EKOVU.

6. Awo9avopouv kataOAmm).

/. AlcYovOLOLUY 0TI OTIOTMOTE EKOVR CGROLTOVGE
ueyn tpoonadeia.

8. AwcBavopouv yepdrod/ 1) eAmtido. Yo 1o pEAAOV. |

Y. llisteve 0t 1 CON MOV OAOKATPT NTQV o
anotvyic.
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10. AroBavépovy yepdrod/ 1 ¢oBo.

11 . 0 dmvog pov frav avijovyos.

12."Hpouv yopoipevod/ 1.

13. Milovoo Aryotepo amtd 10 cuvnopévo.

14. AwoBavopouv povadid.

15. Or avBpamot dev 1oy kol padi pov.

16. AmoAapPava m Com.

17. Eecnovon oc kKAApa.

18. AwsBavdpovv Avmmpévog/ 1.

19."EvicoBa dm o1 dAAon pe avaumaBovcay.

2U. Agv pmopovoa vo T KNTUQEP®, VO CEKIVION va
KAVE TPAYHOTO.
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APPENDIX 15
ENRICH
Enriching & Nurturing Relationship Issues, Communication &
Happiness
COMMUNICATION SCALE WITH PARTNER

The questions below related with your relationship with your familiar social
environment. Please replay to the next question putting a mark X to the
relevant box.

Do you live with a partner?

YES O
NOO

If your answer is YES please circle one number on each line of the questions

below. If your answer is NO please continue to the next page.

Strongly | Moderately | Neither Moderately | Strongly Agree

Disagree | Disagree Agree Agree
Nor
Disagree
L. It is very easy
for me to express 1 2 3 4 5

all my true
feelings to my

partner.
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2. When we have
a problem my
partner often
gives me the

silent treatment

3. My partner
sometimes
makes comments
which put me

down

4. 1T am
sometimes afraid
to ask my partner

for what [ want

5. I whish my
partner was more
willing to share
his/her feelings

with me

6.Sometimes I
have trouble
believing
everything my

partner tells me

7. Often do not
tell my partner
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what I am
feeling because

“he/she should
already know

8. I am very
satisfied with
how my partner
and I talk with

each other

9. 1do not
always share
negative feelings
I have about my
partner because [
am afraid he/ she

will get angry

10. My partner is
always a good

listner
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COMMUNICATION SCALE WITH AN IMPORTANT

PERSON

Is there someone in your life (friend, family membership) with whom you

can share your feelings? Please put a mark X to the relevant box.

YES O
NOO

1f your answer is YES, please circle one number on each line of the

questions below.

1f your answer is NO please put a mark X next to the box O

Strongly | Moderately | Neither Moderately | Strongly Agree
Disagree |Disagree Agree Agree
Nor
Disagree
1. It is very easy
for me to express | 2 3 4 5
all my true
feelings to this
person.
2. When we have
a problem this I 2 3 4 5
person often
gives me the
silent treatment.
3. This person
sometimes I 2 3 4 5

239




makes comments
which put me

down.

4.Tam
sometimes afraid
to ask this
person for what I

want.

5. I whish this
person was more
| willing to share
his/her feelings

with me.

6. Sometimes 1
have trouble
believing
everything this

person tells me.

7. 1 often do not
tell to this person
what I am
feeling because
he/she should
already know.

8.1am very
satisfied with
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how this person
and I talk with

“| each other.

9.1do not
always share
negative feelings
I have about this
person because 1
am afraid he/ she

will get angry.

10. This person
is always a good

listner
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APPENDIX 16
MODERN GREEK TRANSLATION OF THE ENRICHING
& NURTURING RELATIONSHIP ISSUES,
COMMUNICATION & HAPPINESS (ENRICH)
COMMUNICATION SCALE WITH PARTNER

EPQTHMATOAOI'TO EIIIKOINQNIAZ ME TO/TH
LYNTPO®O

O1 TapoKAT® EPOTHCEL AUPOPOVV TNV OYECT) GUS UE TO OTEVO OIS KOVOVIKO
nepipdiiov. [Mopakald AnavTIOTE TV EXOUEVT EPAOTNOT CIUEIOVOVTUS UE
X 10 avaAoyo KOLTAKL.

Zgite pe KANO10 GHVTPOPO;

NA1QO

OXID

Edv NAI napaxelod anavtioTe OTIS TopakaTo epwtnoels faloviag ot

. KOKAO évav apBpd oe xale oepd. Edv OXI, cuveyiote oty endpevn

oeAida.
Awrgpove | Awwpove | Ovte Zopeave | Zopeave
andluta | péTpLa CURQOVE | pETPLYL andivta
ovTE
Spove
1. Exgpalo pe
HeYaAn svkoAia Ta 1 2 3 4 5
ainbva pov
cuvalcOnpata
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GT0/GTN GUVIPOPO

pov.

2. Otov
avtipetorilovps éva
TpéPAnua o/n
GUVIPOYOS LoV GUYVa

adapopel.

3. Ta oyxdha tov/ng
GLUVIPOPOL LOV
HEPIKEG QOPES e
Kavouv va volh8m

HELWVEKTIKA.

4, Mepikég popéc
poPfapo va {nthow
and Tovitmy
oOVTIPOPS LoV KATL
7oL 0.

5. Oa guydpovv o/
GUVTPOPOG HOL VI
ATV TEPLGGOTEPO
wpodupog/m va
HOpaoTEi TO
cuvooOMptaTa

tov/m¢ padi pov.

6.Mepikéc popég

dvokoiebopal va
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TOTEYM TPAYUAT
7oL 0/1 oOVTPOPOS

| pov Aéet.

7.Zvuy6 dev Afw
oto/oTn SUVIPOPd
HOVL TO WG
aloBdvopal emedn
Oewpo 611 B éf:psns
1o va yvopilel to

covasHiuaTd pov.

8. Eipot moAv
IKOVOTOU éEVOC/M e
TOV TPOTO LLE TOV
onoio cuv{ntapue

HETOED pag,

9. Agv popalopot
TOTE TO. APVNTIKA
cuvarcbipate Tov
TPEQPO Y TOV/TNV
GOHVIPOPO HOV ENEIDN
poPapar 611 Ba

Buumost.

10.0/H obvtpopdg
HOV Elva TavTa,
dnBéoog va e

AKOVGEL
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EPQTHMATOAOTI'IO EIIIKOINOQNIAX ME ZHMANTIKO
IMPOXQIIO

Ot mopokdTo pOTNCELS APOPOVV TNV GYECT] GOC LLE TO OTEVO OUC KOVOVIKO

nepiBairov. Iapokar® anavtiote TV eNOUEVT] EPDOTNOT CNUELDOVOVTUS LIE

X 10 avaAoyo xovTdxL.

Ynapyer kanowog o LoN cag (pilog, @ity 1| uérog and 1o okoyevelakd oog

nep1aAdov) pe tov onoio pnopeite va popalecte pali tov o

cuvaueHnpatd cug;

NAI D
OXIO

Edv NAI nopaxahe anavinote oTig Aepokdto epotioelg Baloviag o

KOK 0 Evav apOud oe kGOe ogipd. Eav OXI, onuedorte pe éve X 10

oumAavo kovtaxi O

Avgove | Awgove | Ovte Zopeove | Zopeovo
andéivta | pErpla CURQOVE | pETPL andivta
ovTE
owapove
1. Exepalo pte
peyaAn evkoiio to 1 2 3 4 5
ainOwa pov
cuvaietiuate oto
dtopo avtd.
2. Ortav 1 2 3 4 5

avnipetomiovpe éva
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TPOPANNC TO dTopo
avTo cVyva

adwapopei.

3. Ta oxdiw Tov
QA TOUOV VTOV OV
HEPIKEG QOPEG pE
K@vouv va voimbw

HEOVEKTIKA.

4. Mepikég popég
@ofaum va {nmoow
and 10 ATOO ALTO

KATL Tov OEA®.

5. Oa gvydpovY 1O
QTOLO CVTO va Tav
NEPIGGOTEPO
npdOupog/n va.
popacTtel o
cvvaucOnpata

Tov/mg¢ pali pov.

6.Mepcég popég
dvoxoievopal va
TOTEYE® TPAYHOTA
7OV TO ATOUO AVTO

AEEL.

7.Zuyd éev Ao oTO

ATOHO OLTO TO A
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asBdvopal eneldn)
Bewpd 6T1 Ou Enpene
fon va yvopilel ta

cuvouetNuaTA pHov.

8. Eipct moAd
IKOVOTIOINLLEVOG/M UE
TOV TPOTO LE TOV
omoio cvintape

netald pac.

9. Agv popdalopat
TOTE TO APVITIKG
cuvolcOnuata Tov
TPEP® YL TO LTOUO
avT0 enedn eoPduo

071 Ba Bopdoet.

10. To Gdtopo avtd
giva mhvio
dwbéonog va pe

0KOVGEL
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APPENDIX 17
Granted permission for undertaking the study research from

the relevant authority of “Oi Agioi Anargyroi” hospital. .
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METAMORFOSI TK 144 52
I September 2007
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APPENDIX 18
Granted permission for undertaking the study research from

the relevant authority of “Henri Dunant” hospital.

250



EINIEHMH META®PAXH TRADUCTION OFFICIELLE OFFICIAL TRANSLATION
1 No.150793
"HENRI DUNANT" HOSPITAL
107 MESOGEION ST.
11526 ATHENS
TEL: 210 69 72 000
16 January 2003

Ms Georgia Doga within the framewark of her postgraduate studies at the University
of Wales Swansea submitted to our Department a proposal for a research program
with the title: "Evaluation of the Quality of Living of the Greek patients suffering
from intestinal and rectal Ca".

The Director of the A' Oncolagy Department Mr. G. Stathopoulos accepts the
proposal and allows Ms Doga to proceed with the research, the use of the files of the
Department's patients and communication with them. The written consent by the
patienis for their participation in the research as well as a detailed explanation given
in writing to the patients explaining the objects and the manner in which the research
will take place are judged as fully necessary.
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