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Prostate cancer is a major health concern for Western men patients who are facing important decisions, alongside
with the physicians, concerning their treatment. Additionally the physician has to take into account the potential side
effects of the disease and the treatment itself. Treatment for advanced prostate cancer produces problematic physical
and psychosocial side effects having subsequently a significant impact upon the patients’ quality of life (QoL). The
patient should be asked by the physician for information concerning daily life activities, overall satisfaction voiding
ability and sexual activity in a standardized questionnaire assessing the QoL of the patient. The EORTC-GU has
conducted multicenter, multinational and intercontinental trials, disseminating their results via workshops, con-
gresses and symposia. Other questionnaires such as the SF-36, McGill and others assess the QoL of a patient
sufficiently responding in parallel to the changing needs of a specific population, taking into account characteristics
including poor performance status, difficulty with longitudinal study, rapidly deteriorating physical condition. Gener-
ally speaking many such questionnaires and studies have been evaluated or are still in progress regarding cancer
patients and even less specifically for advanced prostate cancer. Modern QoL questionnaires are considered to be
more than a necessity nowadays for the improvement of the treatment administered from the physician and the

performance and functional status of the patient. Hippokratia 2005, 9 (1): 7-16
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Prostate cancer is at this moment in Europe the sec-
ond most common site of cancer affecting males and has
recently been reported to be the most common cancer
among American men'. The mortality rate due to pros-
tate cancer has increased in most countries characteriz-
ing this cancer as the second leading cause of death in
male and thus an important health care problem in many
countries. Although the reason for the increase in inci-
dence is unclear, factors such as improvement in screen-
ing techniques, greater incidence of the disease with ad-
vancing age and the increasing distribution of elderly
men in Western cultures as well as the changes in social
habits and in racial populations may play a role'. Pros-
tate cancer will be diagnosed in an estimated 230,110
men during 20042 There will also be approximately 29,900
men who will die from prostate cancer this year. While
early detection and improved treatments have resulted
in improved 5-year survival rates for individuals with
early stage prostate cancer (recent data have put the 5-
year survival rates at 100% for men diagnosed with local
and regional prostate cancer), there remains a propor-
tion of men (roughly 14%) who will be diagnosed with
advanced prostate cancer. For these individuals, the 5-

year survival rate is much lower. Indeed only 34% of
men diagnosed with distant disease will survive for 5
years’. Due to a greater awareness and better methods
to diagnose prostate cancer at an early stage (PSA, sex-
tant/octant transrectal ultrasound-guided biopsies) a
stage shift has been observed in the past 3-5 years. In
the 1980s approximately 70% of the patients presented
with locally advanced or metastatic disease and this per-
centage has now decreased to 20%. This change will also
have implications on the type of studies to be designed*.

Traditional evaluation end points frequently used in
clinical cancer research or trials, (e.g. length of disease-
free and overall survival, control of symptoms, frequency
of loco-regional recurrence, time to disease progression
or development of metastases) have not covered until
recently, subjective parameters reflecting the patients
own view of his condition except those related to clinical
symptomatology and the performance status of the pa-
tient. Yet such parameters despite being of clearly sub-
jective nature seem to be of outmost importance to the
patients as representing their personal views regarding
their condition. This overall perception of the patients
as far as their condition is concerned has been termed
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quality of life (QoL) assessment. In oncology research,
quality of life (QoL) has been identified as the second
most important outcome, with survival being the most
important. The integration of QoL assessments into clini-
cal practice and research presents some unique chal-
lenges. The life of patients with metastatic prostate can-
cer is compounded by the potentiality of development
of a series of adverse effects due to the disease itself or
the treatment administered. Unfortunately, such pa-
tients who have to face a life without the likelihood of a
cure have to face also such uncertainties, which have a
strong psychological impact upon the quality of their
lives.

The evaluation of health status covers many domains
such as physical and emotional status, intellectual and
psychological status, social status as well as an overall
sense of well being. Many rating scales have been devel-
oped (specific or non-specific to the disease involved)
for the measurement of the health status in a variety of
clinical situations. Providing sound QoL data to
healthcare professionals and patients is essential to en-
able truly informed decision-making.

Quality of life

In general

Traditionally, clinicians have mainly focused their
attention on the classical aspects of the evaluation of
cancer treatment outcome, such as control of symptoms,
response to treatment, relapse and survival. Less
attention has been paid to how the disease and its
treatment affect health-related quality of life (HRQoL).
In the past decade, the need to assess HRQoL in-patients
with malignancy and their participation in decision
making, have increasingly been recognized®. This
intriguing issue- the patients participation to the
physicians decisions-should not be regarded as a
paradox, since QoL is a multidimensional construct and
its assessment covers much more than the simple
estimation of treatment — and disease — related morbidity
and is based upon the patients’ personal experience and
evaluation of his total life situation®. Certain studies have
shown that patients’ subjective morbidity is frequently
overestimated or underestimated by treating physicians’.
Regularly performed, patient completed,
psychometrically oriented and tested questionnaires
constitute a reliable, valid, practical and effective way of
assessing patients’ morbidity and the impact of
symptomatology on their QoL. Advanced prostate
cancer and its treatments have the potential to cause
substantial morbidity in affected individuals thus prostate
cancer has been the subject of great interest for quality
of life researchers. Modern HR-QoL research should
assess prevalence and severity of symptoms or functions,
as well as the bother that symptoms or changes in
functions inflict and whether this bother affects the
overall well-being of the patient'. In the prostate cancer
field, HR-QoL assessments have evolved rapidly during

the last decade. The importance of HR-QoL and
associated research in prostate cancer is being more and
more appreciated. Most published studies concern
patients with early prostate cancer; studies in patients
with late advanced stages are less frequent. Changes in
functions, for example those associated with anxiety and
treatment adverse effects such as changes in sexual,
urinary and bowel functions often affect HR-QoL in
patients with more advanced local stages of prostate
cancer or metastatic disease'’.

A Quality of Life Questionnaire should contain
general domains relevant to cancer patients, cancer-
specific questions, and prostate-cancer-specific
questions. The latter group includes: worry for prostate
cancer and its prognosis, bone/pelvic pain, lower urinary
tract symptoms, urinary incontinence, urinary diversion,
bowel function, sexual function, endocrine effects (hot
flushes and gynaecomastia), and satisfaction with medical
care for prostate cancer'™'?. Previous studies of cancer
patients have identified major concerns about obtaining
accurate information, maintaining a sense of control,
disclosing feelings, and searching for meaning. Gaining
information is a way in which some patients regain a
sense of control over their cancer and the circumstances
surrounding it. Providing sound information has been
shown to have several positive effects, including pain
reduction, speedier recovery, increased participation in
decision making, greater satisfaction with the
consultation, and improved mental health and better
coping skills. In addition, most patients do not wish to
take a completely passive role in the doctor—patient
relationship; they want some input into the decision
making process. Enhanced patient participation may
produce better outcomes, such as improved patient self-
esteem and satisfaction; however, older, married, and
less educated!® * cancer patients may choose to delegate
all decisions to their physicians. Studies of health-care
providers have found that clinicians frequently
underestimate their patients” wish for information and
discussion, while overestimating patients’ desire to make
decisions'> !4,

Health related quality of life data are collected with
survey instruments, which may be self-administered or
require a trained interviewer. Some are completed at a
medical facility, while others are completed independently
at home or by telephone. To yield useful information,
such instruments must undergo extensive pilot testing
and be shown to have sound psychometric properties.
This testing determines whether an instrument can
produce data that are reliable or reproducible, and valid
or meaningful. Health related quality of life instruments
typically contain several collections of items, called scales,
which apply to particular dimensions of quality of life.
These scales contribute to a qualitative profile of the
health-related components of the daily life of a subject.
General health related quality of life measures include
broad issues that concern many types of patients
concerning their level of general QoL, while disease-
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targeted measures address issues that are specific to the
condition under study. Both are necessary to create a
full and rich picture of patient quality of life'®". It is
important to note that while conducting a QoL
assessment study methodological problems and
limitations should be considered. Firstly, because the
sociodemographic characteristics differ between cohorts
in various QoL studies the results are not always
comparable'®. Moreover low literacy considerations affect
predominantly the study procedures and their
interpretation. Self-administered QoL questionnaires
are more vulnerable than those conducted in person
with the participants in a clinic or by phone. Additionally,
using a questionnaire that is easy to complete will
minimize deficit values, and raise the accuracy data. Use
of sample questionnaires will be useful in preliminary
surveys!’. Table 1 demonstrates some of the metho-
dological problems that physicians face during a QoL
evaluation in the elderly.

Forms of questionnaires

Several instruments are used for QoL assessment in
prostate cancer, some of which have been specifically
developed for, or adapted to, patients with this disease,
such as the Functional Assessment Cancer Therapy
(FACT) tool, Prostate Cancer Treatment Outcome
Questionnaire (PCTO-Q), Prostate Cancer Specific
Quality of Life Instrument (PROSQoLI)", and the
EORT QLQ".EORTC QLQ and FACT are most often
used in clinical research. The European Organization
for the Research and Treatment of Cancer (EORTC)
has chosen to base QoL evaluations on the
implementation of a general core questionnaire in
combination with disease specific and treatment specific
modules. The QLQ-C30 (EORTC)® the European
Organization of Research and Treatment of Cancer
Quality of Life Questionnaire C30 consists of 30 items
that list the functioning and symptoms of cancer
patients?'. Six multi-item function scales are scored:
physical function, role function, emotional function,
cognitive functioning, social function, and global health-
related quality of life. Furthermore, nine single-item

Table 1. Methodological problems of Quality of Life (QoL)
evaluation in the elderly

® Higher proportion of illiteracy as compared to younger
patients

® Presence of cognitive disorders with difficulty to
understand QoL questionnaires

® Presence of comorbidities potentially confusing the real
impact of cancer and treatment on QoL

® Use of QoL instruments needs validation in elderly
patients

® Analysis of QoL data from subgroups of elderly patients
enrolled in clinical trials without upper age limit suffer
from selection bias.

symptom scales are scored: fatigue, pain, dyspnoea and
gastro-intestinal problems. The scales are linearly
transformed according to the EORTC guidelines —all
scales range from 0 to 100, in which a higher scale score
represents a higher level of functioning. With respect to
the single-item scales, a higher score indicates more
symptoms or problems’. Moreover, the Rotterdam
Symptom Check List ?? and the SF-36 (MOS Short Form
36 General Health Survey) questionnaires are well
established to determine quality of life in cancer patients
generally. For prostate cancer many disease-specific
questionnaires are available. One is the prostate cancer
module QLQ-PR25 with 25 questions highlighting side
effects (voiding, bowel function, and sexual function)
from prostatectomy, radiotherapy or antihormonal
therapy®. In the last decade, quality-of-life (QoL)
assessment measures such as the McGill, McMaster,
Global Visual Analogue Scale, Assessment of QoL at
the End of Life, Life Evaluation Questionnaire, and
Hospice QoL Index have been devised specifically for
patients with advanced cancer?®. The developers of these
instruments have tried to respond to the changing needs
of this specific population, taking into account
characteristics including poor performance status,
difficulty with longitudinal study, rapidly deteriorating
physical condition, and change in relevant issues.
Emphasis has been placed on patient report, ease and
speed of completion, and the existential domain or
meaning of life?>. Novel techniques in QoL measurement
have also been adapted for palliative care, such as
judgment analysis in the Schedule for the Evaluation of
Individual Quality of Life.

The RAND 36-Item Health Survey 1.0 (SF 36)
HRQoL instrument is a self-administered, 36-item ques-
tionnaire that quantifies the general HRQoL using eight
different multi-item scales: physical function, social func-
tion, bodily pain, emotional well-being, energy/fatigue,
general health perceptions, role limitations due to physi-
cal health problems, and role limitations due to emo-
tional problems*. In addition, two summary scales, the
physical (PCS) and mental (MCS) health composites,
may be calculated to provide more global assessments
of the HRQoL in those domains. The domains are scored
separately from 0 to 100, with higher scores represent-
ing better outcomes. The SF-36 has been extensively
tested and validated and has been shown to be both
reliable and valid (test-retest reliability coefficients of
78% or more and internal consistency Cronbach’s al-
pha coefficient  of 0.78 to 0.93 in various populations)*.
Additionally, sociodemographic and comorbidity data
should be collected at the time of the baseline survey
with a separate instrument that includes relevant ques-
tions and a medical history checklist based on an estab-
lished comorbidity rating scale?”.

Another important QoL questionnaire is the Quality
of Life Questionnaire designed by the European Orga-
nization for Research and Treatment of Cancer
(EORTC QLQ C33)%%, This questionnaire has been
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developed for patient self-assessment of QL. It is a prior
version of the current EORTC QLQ C30, and evaluates
symptoms (e.g. pain, P: two items or fatigue, F: three
items), physical function (PF: five items), psychosocial
dimensions, social functioning (SF: two items), global
health status and QL (two items). Originally, the EORTC
QLQ C30 has been designed for prospective randomized
trials in cancer patients but is today also used as a screen-
ing instrument in cross-sectional studies. There are, how-
ever, no generally accepted criteria for caseness. Recently,
this questionnaire has been applied to describe QL in a
“normal population” demonstrating the relationship be-
tween QL and age or gender?.

Furthermore we should mention that sometimes
measuring QoL using a single instrument implies a sig-
nificant risk of underdiagnosis of significant side effects.
We find many examples in the literature that show the
use of more than one instrument for the evaluation of
QoL components. In one study the authors assessed
general and prostate-targeted HRQoL with two self-
administered, validated instruments (the RAND 36-
Item Health Survey and the UCLA Prostate Cancer
Index) in a longitudinal, observational study of 63 men
newly diagnosed with metastatic prostate cancer and
treated with bilateral orchiectomy or combined andro-
gen blockade with leuprolide and flutamide 3'. During
recent years increasing attention has been paid to men-
tal health among cancer patient. Due to the life-threat-
ening illness and the other severe side effects of treat-
ment, depression and anxiety represent common men-
tal symptoms in oncological patients. Both symptoms
were assessed in a study by using comparable results of
two QoL instruments while in the meantime the relation
between these two instruments, by comparing patients’
responses, was evaluated. This study used the emotional
functioning (EF) dimension of EORTC QLQ C33 and
the Hospital Anxiety and Depression Scale (HADS),
HADS-D (depression) and HADS-A (anxiety) to evalu-
ate anxiety and depression®.

QoL and advanced prostate cancer side effects

Prostate cancer is a major health concern for Western
men, but little is known about its consequent impact on
sexual function for men and their partners. The effect of
the diagnosis and treatment of prostate cancer on sexual
function as it affects men and their partners should be a
subject of discussion?®’. For men with advanced prostate
cancer, the side effects of hormone treatments, such as
hot flushes, impotence and loss of libido may also be
accompanied by symptoms of disease progression, such
as bodily pain and decreased vitality***. Also such men
report difficulties in domains of self —image and
masculinity, relationships with their spouses, fears about
cancer and treatment decisions®. Thus there is a range
of both physical and psychosocial difficulties that may
be experienced by men with advanced prostate cancer
and there is evidence that these concerns continue over
time*. Additionally some study findings, after

comparison of patient and spouse assessment of HRQoL
suggest that the spouses of men with advanced prostate
cancer evaluate with a fair degree of accuracy how patients
experience physical and psychosocial functioning,
symptoms and overall quality of life. However the same
study advises caution to be exercised when relying on
spouses for assessing sexual functioning and
satisfaction™.

The EORTC Genitourinary Tract Cancer
Cooperative Group, in close cooperation with the
EORTC Study Group on Quality of Life, designed a
study in order to assess, among others, the QoL of
patients with metastatic prostate cancer treated according
to the EORTC Protocol 30853.1n this randomised phase
IIT trial the efficacy of orchiectomy was compared to
that of the combination of an LHRH depot analogue
with flutamide (a pure non-steroidal antiadrogen) in
patients with metastatic prostate cancer. Primary end
points of this trial were the incidence and duration of
response, time to progression and overall survival. As
an optional assessment in the overall study, QoL
evaluation was undertaken, so that the impact of these
two treatment modalities on the daily lives and function
of the patients could be estimated™.

Thus, a 30-item questionnaire was developed in
order to assess: i) personal functioning, ii) social role
functioning, iii) symptomatology, iv) fatigue and malaise,
v) psychological disturbances, vi) psychological distress,
vii) sexual dysfunction, viii) disruption of family or social
life. Most of the above items and scales of the
questionnaire had established levels of reliability and
validity since they had been previously used within the
context of several EORTC trials. Questions regarding
prostate cancer specific symptoms were developed
specifically for this trial. The whole questionnaire was
designed to be totally self-administered (i.e. not requiring
any outside assistance except clarifications and provision
of help for its completion, due to the advanced age of
many of the participating patients). The incorporation
of a QoL component in this trial would indicate whether
psychosocial research parameters could be integrated
within the structure of a clinical trial, a hypothesis which
if proved successful, would lead to a much better
understanding of the sequelae of metastatic prostate
cancer on human/psychosocial level and would
contribute greatly to the identification and
implementation of therapeutic approaches, that would
suit best the well being of these patients and also improve
their clinical outcome. Moreover, the answers obtained
show that clinically significant and therapeutically
relevant valid information can be obtained by the
completion of QoL questionnaires. For example, one
important conclusion is that large variations exist
between the physicians and the patients’ evaluation
regarding the performance status and the potency
(sexual) status of the patient and that these parameters
can better assessed by patients themselves®.

An important fact that emerges is the need for



HIPPOKRATIA 2005, 9, 1 11

development of a better scoring system for the
evaluation of pain by the physician. The current system
of pain evaluation that is based on the use of analgesics,
their type and their doses, seems inadequate because it
does not indicate whether effective pain relief has actually
been achieved. A current study evaluated the analgesic
activity and impact on quality of life (QoL) of a new
chemotherapy regimen of calcitriol and docetaxel in men
with androgen-independent prostate carcinoma.
Analgesic response was defined as a 2-point reduction
on the Present Pain Intensity (PPI) scale (or compete
relief if baseline PPI was 1) without an increase in
analgesic use or a 50% decrease in analgesic medication
use without an increase in pain, maintained for = 4
weeks. Pain, pain medication consumption, and QoL
(measured by the European Organization for Research
and Treatment of Cancer QLQ-C30) were evaluated
every 4 weeks. Treatment resulted in an analgesic
response in 14 of 29 evaluable patients. Worsening in
physical and role functioning, fatigue, appetite, and global
health status and improvement in constipation were
detected using the QLQ-C30 QoL questionnaire.
Significant analgesic activity was demonstrated, although
worsening in several QoL domains was observed in a
patient population with relatively low pain intensity
(median PPI, 2)*. In one study patients were asked to
identify three troublesome symptoms on the McGill QoL
and on the Palliative Care Outcome Scale (POS) two
main problems. They use a group of day care patients
and a comparison group. The symptoms and problems
identified by both patient groups on the two QoL
questionnaires were similar. In both patient groups, pain
was the main problem at baseline interview and the most
frequent other symptoms were tiredness and weakness
at follow-up interviews. In the comparison group,
breathlessness was also identified as a problem. More
day care patients appeared to identify financial, social,
or family problems at each interview than the
comparison group. This difference was not significant.
The problems identified ranged from filling in forms,
thinking about the future and waiting for social services*..

Another study investigated the support and
psychological care needs of men with prostate cancer.
Patients were approached during urological oncology
clinics and asked to complete the: Support Care Needs
Survey (SCNS), Support Care Preferences
Questionnaire, EORTC QLQ-C30 (Version 3) Measure
plus Prostate Module, and the Hospital Anxiety and
Depression Scale (HADS). There were 210 patients that
met the entry criteria for the study. The data showed
that significant unmet need exists across a number of
domains in the areas of psychological and health system/
information. The more commonly reported needs were
“fears about cancer spreading (44%)”, “concerns about
the worries of those close to you (43%)”, and “changes
in sexual feelings (41%)”. Half of all patients reported
some need in the domain of sexuality, especially men
younger than 65 years. Needs were being well met in the

domain of patient care and support. A significant number
of patients reported having used or desiring support
services, such as information about their illness,
brochures about services and benefits for patients with
cancer (55%), a series of talks by staff members about
aspects of prostate cancer (44%), and one-on-one
counselling (48%). Quality of life (QoL) was most
negatively impacted in those who: were = 65 years old,
and had metastatic disease. Men = 65 had decreased
social functioning, greater pain, increased sleep
disturbance, and were more likely to be uncomfortable
about being sexually intimate. Patients recently
diagnosed had increased fatigue, more frequent
urination, greater disturbance of sleep, and were more
likely to have hot flushes. Those with advanced disease
scored lower on 12 out of 15 QoL categories. Men with
advanced disease had greater levels of depression and
those = 65 years old were more likely to be anxious*.

Additionally, anaemia is a frequent finding in patients
with prostate cancer. Reduction of erythropoiesis caused
by androgenic blockade is among its aetiologies.
Therefore, quality of life of these patients’ results
decreased, being origin of significant morbidity and
mortality. Recombinant forms of human erythropoietin
have demonstrated their effectiveness improving quality
of life of patients with various solid tumours, but specific
studies in prostate cancer are a few. Evaluating the efficacy
of human recombinant erythropoietin (EPO) in
correction of anaemia and improving the quality of life
of patients with prostate cancer, led to the conclusion
that the administration of EPO increases significantly
the levels of haemoglobin and the quality of life of
patients with prostate adenocarcinoma, being the
response worse in patients with low levels of baseline
haemoglobin®.

The importance of a correct diagnosis and treatment
of depression in advanced cancer is underlined by the
strong relation between depression and global health
status and the other QoL dimensions. Several
investigators have also pointed out a strong association
between depression and fatigue in cancer patients* 4.
Studies observed that depressed patients often display
a poor cognitive function. In daily oncological practice
only limited attention is paid to the relation between
cognitive function and depression. This is strange,
because the psychological literature about cognitive
function in depressed patients is substantial. Though
statistically significant, the relation between anxiety and
the different QoL issues is much weaker or absent
(fatigue) than the association with depression*. If we
consider mental distress of major interest in screening
studies among cancer patients, a more suitable
questionnaire, than those that already exist, for
assessment of depression should be used.

The experience from EORTC trials 30853(8,) and
the 30865 as well as from current medical literature
and clinical experience indicate that a general QoL
Questionnaire can be combined successfully with a



12 CHARALABOPOULOS K

prostate cancer specific module. Within such an extended
QoL questionnaire a variety of issues such as micturition,
sexuality, vitality, fatigue, hot flashes, gynaecomastia,
bone pain and physical, emotional and social function
can be assessed and their impact evaluated. Questions
addressing the above mentioned issues are currently
being used in the prostate specific modules in ongoing
EORTC prostate cancer trials. However, more extensive
psychometric testing and psychosocial data collection is
considered necessary for the development and the final
refinement of a valid, reliable and clinically meaningful
(both objectively and subjectively) prostate cancer
questionnaire. The implementation of such measuring
instruments is feasible only if there is sufficient interest
and motivation among the medical and paramedical
personnel and adequate resources are available.

QoL and treatment of advanced Prostate cancer

Prostate adenocarcinoma is still often detected at an
advanced stage, despite efforts for earlier diagnosis.
Treatment depends especially on the stage of the disease
at the time of diagnosis, on potential development, which
varies among types of tumours, on the presence of
symptoms related to local-regional or general
dissemination, and on age, which may be advanced in
these patients. In the presence of metastases hormonal
control is the best means of slowing disease progression.
The various means of hormonal treatment (surgical
castration, LH-RH agonists, anti-androgens) should be
considered with regard to the status of the patient, the
manifestations of cancer and potential side effects of
treatment®-°, In some cases, for the same stage of disease
different treatment strategies do not impact differently
on overall survival (OS). This makes the choice between
treatments offering similar survival but different toxicity
patterns, body and behavioural consequences more
difficult. Quality of Life (QoL) is considered a reasonable
end point when differences in OS do not seem to be
striking. Men with advanced prostate carcinoma are
faced with important treatment decisions and quality of
life (QoL) information has become a crucial element of
decision making>'.

In patients with advanced disease, research has
recently focused on using chemotherapy for symptom
management and palliation. Several chemotherapeutic
agents reduce pain and fatigue, although the
development of fatigue is often the dose-limiting factor
of some agents. Chemotherapy is also being explored as
adjuvant therapy in men with early stage disease where
length of survival may be lengthened by its
administration. In both cases, but particularly among
men receiving chemotherapy as treatment for advanced
cancer, the effect that chemotherapy may have on quality
of life is extremely important. This QoL includes not
only the individual’s physical well-being, but their mental
well-being, role functioning and levels of emotional
distress as well®% It is remarkable the fact that in the
literature there is little concern regarding issues such as

emotional distress, depression and anxiety that an
advanced prostate cancer patient may experience during
or after treatment. There is an overwhelming lack of
information concerning for example the emotional
functioning of chemotherapy treated patients. It is hard
to believe that such patients who are receiving a palliative
care, are frequently androgen deprived and have a short
life expectancy are not experiencing some emotional
distress. Additionally regarding other post-treatment
symptoms several studies exist. In the literature we find
some that assess the impact of chemotherapy on pain.
One study randomized 161 hormone-resistant prostate
cancer patients either to prednisolone or prednisolone
plus mitoxantrone. The goal was to determine the impact
on pain reduction as a palliative endpoint. Also included
was the overall assessment of QoL using the EORTC
QLQ-30 and a specific prostate cancer QoL measure
composed of nine analog scales. The results
demonstrated that the addition of mitoxantrone to
prednisolone reduced pain in 29% of patients compared
to 10% for those who only received prednisolone.
Improvements in pain, mood, and physical activity were
also observed on the QoL measures for the individuals
who received mitoxantrone. Additional analyses from
this study revealed that after six weeks of treatment,
pain and physical functioning remained improved in the
mitoxantrone plus prednisone group. Moreover, after
12 weeks of treatment, overall quality of life in this group
was improved, as was quality of life in four functional
domains and nine specific symptoms®. Pain was also
assessed in several other studies utilizing different
chemotherapeutic agents alone or in combination to
each other such as mitoxantrone™>*, docetaxel’’, and
docetaxel+estramustine®’. In all the abovementioned
studies the utilization of chemotherapy improved the
overall QoL. Mean pain scores on quality of life scales
were reduced over the course of treatment. The overall
point, of the evaluation of the treatments according to
patients’ QoL, is that for prostate cancer patients with
advanced disease, exists a variety of chemotherapeutic
agents that have beneficial palliative effects and
specifically a reduction of pain (Table 2).

Prostate carcinoma and its treatment have been
associated with adverse effects on health-related quality
of life (HRQoL). Individual differences in appraisal and
coping have been suggested to mediate these HRQoL
outcomes®. Metastatic prostate cancer is an incurable
disease with a median survival of patients is 3 years.
Prostate cancer is a hormone-dependent cancer and
androgen blockade is the most active treatment.
However, hormone resistance occurs after a median
interval of 2 years. The major symptom is pain; others
are urinary obstruction, neurological complications of
bone metastases and haematological disorders. Other
treatments are radiotherapy radio-pharmaceutics and
chemotherapy as we have already mentioned®.
Nevertheless the most important treatment issue still
always remains quality of life. Respecting this demand a
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Table 2. Review articles

Authors chemotherapeutic QoL measure Direction of effect
agent

Fuse et al, 1996 % Cisplatin/carboplatin Rating scale Improved Pain

Tannock et al, 1996 Mitoxantrone EORT QLQ-30, Improved Pain,mood
Pain rating and physical activity

Sinibaldi et al, 1999% Docetaxel Brief Pain Improved Pain
Inventory

Small et al, 2000 % Suramin Brief Pain Improved Pain
Inventory

Copur et al, 2001%’ Docetaxel Numeric Improved Pain
rating scale

Beer et al, 2001 Docetaxel Present Pain Improved Pain
Intensity scale

study assessed and compared the quality of life of men
with advanced prostate cancer who are in remission
receiving treatment with a luteinizing hormone-releasing
hormone (LHRH) agonist and flutamide or who are in
progression. A cohort of 113 patients with metastatic
prostate cancer, 60 in remission and 53 with disease
progression where used, following a battery of
questionnaires, including the European Organization
for Research and Treatment of Cancer Quality of Life
Questionnaire-C30, the Medical Outcomes Study Short
Form Health Survey SF-36, and a prostate cancer-
specific module. Men with hormone-sensitive cancer had
significantly less bodily pain, more vitality, more social
interactions, and better mental health than patients with
hormone-resistant disease. Men in remission have a
health-related quality of life that is similar to an
equivalent norm for men in the United States general
population as compared with men with disease
progression, who demonstrate significant compromise
in all domains measured. Concluding, patients in
remission receiving an LHRH agonist and flutamide
have a quality of life that is indistinguishable from a
matched male population without prostate cancer and a
quality of life significantly better than that of men with
androgen-resistant disease®. In the controversy, side
effects of the hormonal therapy deserve greater
attention. Side effects such as hot flashes, decrecased
libido, decreased sexual function, and fatigue primarily
affect the patients’ quality of life. Other side effects such
as osteoporosis and changes in lipid profiles may also
affect the patients overall health. Patients and physicians
should be well aware of the potential side effects of
hormonal (e.g. androgen-deprivation) therapy as well
as the preventive and treatment strategies for these side
effects in order to improve patients’ quality of life and
health®!.

It becomes more and more clear that health related
quality of life (HRQoL) is increasingly reported as an
important endpoint in cancer clinical trials. However,
evidence suggests that HRQoL reporting is often

inadequate suffering several methodological problems
and limitations. A comprehensive search of the literature
from 1980 to 2001, revealed twenty-five randomized
controlled clinical trials (RCTs) involving 8015 patients
primarily with metastatic cancer. Bicalutamide was the
medical treatment against which most treatment
comparisons were made. Limitations identified, included
the fact that only 44% of the studies gave a rationale for
selecting a specific HRQoL measure, 64% of the studies
failed to report information about the administration of
the HRQoL measure, and 56% failed to report
compliance at baseline. The measure most often used
was (EORTC QLQ-C30). The conclusions revealed a
lack of a uniform approach to HRQoL assessment and
several methodological limitations possible to have
influenced trial findings for HRQoL outcome®. A
randomised trial of 65 men with non-localized prostate
cancer compared several treatments and tested
associations between appraisal, coping, and HRQoL.
Compared with baseline assessments, men on hormonal
treatments reported impaired sexual function. Groups
did not differ on emotional distress, existential
satisfaction, subjective cognitive function, physical
symptoms, or social and role functioning. For
individuals, hormonal treatments were more frequently
associated with decreased sexual, social and role
functioning, but were also associated with improved
physical symptoms. These results showed that
pharmacological hormonal ablation for prostate cancer
can improve or decrease HRQoL in different domains®.

The QoL questionnaire should be regarded as a
useful tool regarding the evaluation of a treatment or its
success to the patient and the disease. Subjective quality-
of-life assessments obtained from investigators and
patients were compared in a subset of 76 patients from
an EORTC study (protocol 30853) on metastatic
prostate carcinoma. In this study the therapeutic effect
of orchiectomy was compared with a luteinizing
hormone-releasing hormone analogue depot
preparation and flutamide in 327 patients in total. Pre-



14 CHARALABOPOULOS K

treatment, 6- and 12-month quality-of-life assessments
revealed large variations between the patients’ and the
investigators’ evaluation of performance status and
sexual status (potency). Correlation analysis showed that
reduced social life, impaired sexual potency and fatigue
played important roles in overall psychological well being.
It was concluded that quality-of-life assessments
obtained by self-administration questionnaires are a
feasible approach and provide a tool to evaluate the
benefits of treatment in advanced prostate cancer®.
The majority of the recent studies align with the fact
that the information obtained by the physician from the
patient performing the QoL issues in routine clinical
practice is insufficient. These conclusions have important
therapeutic implications because whenever patients’
complaints are underestimated; they are not treated
adequately, which has as a consequence an increase of
their subjective morbidity and their rightful
dissatisfaction with the therapeutic results.

QoL and financial considerations

The “holistic” evaluation of a prostate cancer patient
should incorporate into the overall evaluation of a
treatment QoL survival results, and financial
considerations. Based on epidemiological data of
incidence, the estimated prevalence of advanced prostate
carcinoma in Germany and the cost of androgen
deprivation of different regimens were determined in
correlation to surgical treatment in a study model by
Rochde et al®®. The authors analysed data, which indicate
that from 3.838 patients with carcinomas of the prostate,
38% has been treated exclusively with hormone
suppression therapy, 14% of patients had undergone a
combined radiation therapy and hormone suppression
therapy and 9% underwent combined surgical therapy
and hormone suppression therapy. The mean survival
time of patients treated with medical therapy alone, for
patients treated with combined radiation therapy and
medical therapy were 60, 24, and 120 months, respectively.
The cost for orchiectomy was estimated as $1,072 and
for LH-RH therapy as $224/month. This study estimated
an incidence of 17,700 (per year) and a prevalence of
115,000 patients with advanced prostate cancer for
Germany. Provided all patients received LH-RH
treatment, a total cost of approximately 20fold greater
emerged than the patients who underwent surgery. If all
patients received LH-RH agonists, the treatment would
amount to $16,944 per patient, independently of the
prognostic group and for surgery $1,072 per patient
would arise. Limited health care budgets mandate critical
determination and evaluation of costs to provide a
component for the complex decision making process.
However, they must be complimented by validated data
of quality of life, which can then be a basis for new
guidelines of decision making®.

In conclusion prostate cancer can cause multiple
impairments, activity limitations and participation
restrictions. According to individual case findings and

needs, rehabilitation treatment is varied. Because of
functional deficits cancer patients suffer from persistent
emotional and social distress and a reduced QoL. QoL
encompasses at least the four dimensions of physical,
emotional, social and cognitive function. The
management of sexuality dysfunction has to begin with
a thorough history taking and a consequent sexuality
counselling. The physician should focus to the significant
patient-reported side effects-complications regarding the
disease itself or the treatment administered. The utility
of the already existed and the development of more
sophisticated questionnaires would lead to
improvements of treatments and performance status of
the patient combined with a reasonable functional status.
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