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Quality of Life and Treatment of Hormone
Resistant Metastatic Prostatic Cancer
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Louis Denis, Karl-Heinz Kurth, Marleene de Pauw and the members of the
EORTC Genito-Urinary Group

72 patients with hormone resistant, progressing prostatic cancer completed a self-administered questionnaire to
assess subjective morbidity and quality of life before they were entered into a phase III trial of estramustine (34)
vs. mitomycin (38). At least one post-treatment assessment was available in 43 patients. This considerable degree
of non-compliance is explained by practical problems related to completion and collection of the questionnaires
in these rapidly deteriorating patients. Doctors underestimated subjective morbidity (pain, decreased performance
status, nausea) in 30-50% of the cases. Decreased functional status, fatigue and pain were identified as the most
frequent major morbidities before study entry. In most patients, treatment did not reduce this morbidity. The
routine application of self-administered quality of life questionnaires has considerable practical problems but
yields clinically worthwhile information about subjective morbidity. Simple but relevant monitoring of subjective

morbidity by the patient should be mandatory in cancer trials where palliation is a major endpoint.

Eur J Cancer, Vol. 26, No. 11/12, pp. 1133-1136, 1990.

INTRODUCTION

IN AT LEAST 50% of patients with prostatic cancer the malignancy
becomes hormone resistant. This condition is defined as pro-
gressive disease after primary hormonal manipulation which has
achieved serum testosterone levels within the castration range.
Many of these patients will develop painful bony metastases,
others will have a decreased performance status. With survival
as the primary endpoint, systemic treatment with cytostatic
drugs and/or secondary hormonal manipulation has, so far, not
been very successful [1-3]. Palliation of symptoms has been
achieved in some patients, but there is considerable doubt about
the degree of subjective relief and the superiority of any drug in
achieving symptomatic relief.

In 1986 the Genito-Urinary (GU) Group of the European
Organization for Research and Treatment of Cancer (EORTC)
started a phase III trial in patients with hormone resistant
prostatic cancer to compare estramustine with mitomycin. Time
to progression and duration of overall survival were the major
endpoints. Within this protocol the use of self-administered
questionnaires on quality of life was optional. We report the
group’s experience with such questionnaires as regards feasi-
bility and results on subjective morbidity and quality of life.
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PATIENTS AND METHODS

Patients

Twenty-nine institutions entered 171 patients with pro-
gressing, hormone resistant prostatic cancer into EORTC proto-
col 30865 (study coordinator D.N.). Patients were randomised
either to receive mitomycin 15 mg/m?every 6 weeks or estramus-
tine 280 mg twice daily orally (with the possibility of increasing
this dose to 720 mg daily if tolerated). The trial was closed in
April 1989. Up to April 1990, 9 patients had been deemed
ineligible. We report on the remaining 162 patients.

Doctor’s assessments

The doctor completed EORTC patient forms before treatment
and every 6 weeks. These forms included clinical findings with
biochemical and radiological results. The doctor’s evaluation of
the patient’s performance status was done according to WHO:
no impairment (0), slight impairment, but ambulatory (1), less
than 50% confined to bed/chair (2), more than 30% confined to
bed/chair (3) and completely confined to bed/chair and help
needed for daily basic functions (4). The pain level was scored
as follows: no analgesics (0), non-narcotic analgesics used irregu-
larly (1), non-narcotic analgesics used regularly (2), narcotic
analgesics used irregularly (3) and narcotic analgesics used
regularly (4). During follow-up any increase of the dose of
analgesics was monitored. Vomiting and nausea during treat-
ment were recorded (yes/no).

Questionnaires
As an option, patients were asked at each attendance to fill in
a questionnaire on functional status, social role functioning,
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Table 1. Patients’ evaluation of pain and analgesic treatment

Pain Total
Not at all/ Quite a bit/
Use of analgesics a little very much
None/non-narcotics 22 15 37
Narcotics 8 22 30
Total 30 37 67

gastrointestinal morbidity, fatigue/malaise, sexuality, urological
symptoms, pain, psychological distress and social activity
(Appendix 1). This questionnaire was based on that developed
by the EORTC Quality of Life Study Group [4].

Pre-treatment, investigators from thirteen institutions opted
to take part in the quality of life section of the protocol. 72
patients (group 1) filled in a pretreatment questionnaire (38
patients from the mitomycin arm, 34 from the estramustine
arm). Biochemical and radiological indices in these patients were
statistically not different from those in the 90 patients without
quality of life questionnaires before treatment (group 2). How-
ever, significantly more patients in group 1 had received palli-
ative radiotherapy and were using narcotics at study entry.

During treatment, at least one follow-up questionnaire was
available for 43 patients as follows: 6 week evaluation, 31
patients; and 3 month evaluation without 6 week assessment,
12 patients. 29 patients never provided a post-treatment ques-
tionnaire. The reason for these patients’ non-compliance is not
known, but the most frequent cause was probably deterioration
of the patient’s general condition. 19 of the 31 patients evaluable
at 6 weeks went off study at this time; 12 continued on
treatment and were analysed with the 12 who had completed a
questionnaire at 3 months but not at 6 weeks. 7 of these 24
patients discontinued their trial treatment after 3 months due to
progression/toxicity, while 17 patients continued on treatment.

Statistics
We used x? and Wilcoxon matched-pairs signed-rank tests.

RESULTS

Doctor’s vs. patient’s assessment of subjective morbidity

28 patients indicated in their pretreatment questionnaire that
they needed help for such basic daily functions as eating,
dressing and washing, and/or were confined to bed or to the
chair most of the day due to their malignancy. However, in only
8 of these patients did the doctor recognise this major disability
and report a performance status of 3 or 4. In 12 of these patients

Table 2. Patients’ major pretreatment morbidity (n = 72) (quite a
bit, very much)

Morbidity No. of patients
Decreased functional status 29 (40%)
Fatigue 31 (43%)
Pain 36 (50%)
Psychological distress 7 (10%)
Reduced social activity 15 (21%)
Urological symptoms 0

S.D. Fossi et al.

Table 3. Effect of treatment upon major pretreatment morbidity in
patients completing questionnaires

No. of patients

Pretreatment After

Follow-up treatment
6 weeks, 31 evaluable patients

Reduced functional status 9(29%) 11 (35%)

Fatigue 16 (52%) 21 (68%)

Pain 16 (52%) 19 (61%)

Nausea/vomiting 1 (3%) 7 (23%)
3 mo, 24 evaluable patients

Reduced functional status 8(33%) 8(33%)

Fatigue 11(46%) 12 (50%)

Pain 14 (58%) 15 (63%)

Nausea/vomiting 1 (4%) 2 (8%)

the clinician recorded a performance status of 2 and in the
remaining 8, performance status was recorded to be 0 or 1.

37 of 67 evaluable patients recorded considerable pain on
entry to the trial despite the fact that 22 had been prescribed
narcotic analgesics (Table 1). At first follow-up attendance 8 of
23 patients still indicated insufficient pain relief despite analgesic
treatment.

13 of 41 responding patients reported that they had suffered
from significant (quite a bit, very much) nausea in the week
preceding their first follow-up examination. The doctor reported
this symptom for only 8 of them.

Major pretreatment morbidity

Decreased functional status, fatigue and pain were the most
frequently mentioned major complaints in the patients’ pretreat-
ment questionnaires (Table 2), followed by reduced social
activity and psychological distress. Major urological symptoms
did not seem to be a problem in these patients.

Effect of treatment

The limited number of post-treatment questionnaires did
not allow statistical comparison between the two treatments.
Patients from both groups were therefore combined. There was
no reduction in number of patients with major complaints
during treatment and at 6 weeks a tendency for more patients to
have major complaints (Table 3). The number of patients with
gastrointestinal morbidity increased, probably due to treatment-
induced toxicity. The post-treatment situation was more stable
for the patients who received treatment for 3 months, but
without reduction of the number of patients with major com-
plaints (Table 3).

DISCUSSION

There was considerable non-compliance in completion of the
questionnaires. Completion was optional and represented the
GU Group’s first attempt to assess quality of life in patients with
urological cancer. Most urologists were, when the trial started,
not used to assessing systematically quality of life in their
patients. Few clinicians were willing to make the regular necess-
ary effort. They probably did not feel confident that this type of
assessment would provide any information of value to add to
that from clinical, biochemical and radiological examination.
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The clinician’s commitment is an indispensable condition for
quality of life assessments. Even though this condition is ful-
filled, it may still be difficult to include all available patients in
quality of life studies. The thirteen institutions that opted to
participate in the current study entered 90 patients in the
protocol, but only 72 of these patients completed pretreatment
questionnaires. The reason for this non-compliance is not
known. Lack of time needed to assist patients with the com-
pletion of the questionnaires, might have been important. We
have shown that 24% of similar patients needed help for a
median of 12 min (range 1-20) to fill in the forms used in this
study [5]. Only a few clinicians have a research nurse who can
assist patients with questionnaire completion. Even if sufficient
help can be given, patients with a rapidly progressing malignancy
often have great difficulties in answering lengthy quality of life
questionnaires [6].

Our reluctance to use self-administered questionnaires for
assessment of subjective morbidity was also related to the
lack of validity and reliability of previously used instruments.
However, clinicians, psychologists and sociologists have
developed questionnaires which, although still not completely
satisfactory, can validly assess subjective morbidity and quality
of life from the patient’s point of view [4,7]. Tannock et al.
[8] obtained clinically worthwhile and valid information from
patients’ questionnaires during the treatment of hormone resist-
ant prostatic cancer.

We concentrated on frequent symptoms of somatic morbidity,
such as changes of general condition, pain, and urinary and
gastrointestinal dysfunction. Most clinicians feel confident in
the assessment of the relevant symptoms and record them on
the patients’ record forms. The assessment of psychological
morbidity might, on the other hand, represent a more compli-
cated task for a busy clinician. We used the first version of the
EORTC quality of life questionnaire and added a disease specific
module on urological symptoms. The general part of the ques-
tionnaire has been found to be reliable and valid in lung cancer
patients [4]. The design of our questionnaire with regard to the
individual questions is similar to that of the Rotterdam symptom
check-list, which is recommended as the current “best-bet” by
the Quality of Life Group of the Medical Research Council [7].

Pain relief and improvement of general well-being are
important aims in the treatment of hormone resistant cancer of
the prostate [9,10]. This was confirmed in the present study
which showed that pain and fatigue are the most frequent
major complaints in these patients before and during treatment.
Reduction of pain and improvement of fatigue should thus be
endpoints in clinical trials in these patients. As yet, few studies
that consider the patients’ self-assessment of these and other
quality of life variables have been reported in patients with
prostatic cancer [5,8,10-12].

Our observation on pretreatment subjective morbidity should
be considered with some caution since only 40% of the patients
entered in the trial completed a pretreatment questionnaire. We
cannot exclude the possibility that these patients may represent
a negatively selected subgroup, despite the comparability of
most of the clinical and biochemical variables; more patients in
group 1 had undergone palliative radiotherapy and more used
narcotic analgesics. On the other hand, these differences may be
due to different attitudes to narcotic analgesics and radiotherapy
between institutions.

Our results are consistent with those of others [13-16] showing
great variations between the patient’s and the doctor’s evaluation
of performance status, pain and pain relief. This may have
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significant therapeutic consequences. If the patient’s complaints
are not recognised adequately, they are often not sufficiently
treated, as was the case for pain in 8 of our 23 follow-up patients.
Furthermore, underestimation of symptoms by the doctor may
lead to patient dissatisfaction with the health service [16].

Due to the limited number of patients completing follow-up
questionnaires, no statistically meaningful comparison of the
palliative effect of the two treatments could be made. However,
no large differences were evident for effectiveness or toxicity.
The results from the self-administered questionnaires are thus
consistent with the preliminary report of this trial which demon-
strated the limited effectiveness of both drugs and a high toxicity
[17].

Our results may give some guidance on the key questions that
should be asked in future. Pain, impaired performance status
and fatigue were the most frequent areas of major concern,
which confirmed preliminary results from a single institution
[5]. In future, questionnaires should include those areas in
particular and also assessment of expected subjective treatment-
related toxicity. Furthermore, a better scoring system for the
doctor’s evaluation of pain should be developed; recording the
use of analgesics, their type and doses, as we did, is not sufficient,
since it does not indicate whether the treatment has achieved
satisfactory pain relief. Furthermore, self-administered ques-
tionnaires for this type of patient should be simple and short,
but nevertheless contain significant and relevant questions to
enable assessment of subjective morbidity.
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APPENDIX
QUALITY OF LIFE QUESTIONNAIRE FOR EORTC PROTOCOL 30865

We are interested in some things about you and your health. There are no “right” or “wrong” answers. Please answer all the questions yourself
by circling the number that best applies to you. The information that you provide will remain strictly confidential.

Please fill in today’s date: Day Month Year
Not A Quite Very
Because of your present condition: Yes No atall little abit much
1. Do you need help with eating, dressing, bath- 1 2 15. Did you lack appetite? 1 2 3 4
ing or using the toilet? _ 16. Were you nauseated? 1 2 3 4
2. Do have to stay in bed or a chair for most of 1 2 17. Did you vomit? 1 2 3 4
the day? 18. Did you feel energetic? 1 2 3 4
3. Do you have to stay indoors most or all of the 1 2 19. Were you physically well? 1 2 3 4
day? 20. Were you tired? 1 2 3 4
4, Do you have any trouble either walking ashort 1 2 21. Did you need to rest? 1 2 3 4
distance or climbing one flight of stairs? 22. Did you have any trouble
5. Do you have any trouble either taking a walk 1 2 sleeping? 2 3 4
or climbing a few flights of stairs? 23. Allinall, did you feelill> 1 2 3 4
6. Do your have any trouble bending, lifting or 1 2 24. Did your condition limit your
stooping? interest in sex? 1 2 3 4
7. Are you limited in any way in doing your work 1 2 25. Were you limited in your ability to
or household jobs? have or maintain an erection? 1 2 3 4
8. Does your condition keep you from working 1 2 26. Did your condition interfere with
at a job or doing household jobs? your enjoyment of sex? 1 2 3 4
27. Did you feel tense? 1 2 3 4
During the past week: Not A Quite Very 28. Did you feel irritable? 1 2 3 4
atall little abit much 29. Did you feel lonely? 1 2 3 4
30. Did you worry? 1 2 3 4
9. Did you have to urinate more 31. Did you feel depressed? 1 2 3 4
frequently than normal for you? 1 2 3 4 32. Has your condition interfered with
10. Did you have difficulty controlling your family or social life? 1 2 3 4
your urination? 1 2 3 4 33. Has your medical treatment
11. Did you pass blood when you interfered with your family or
urinated? 1 2 3 4 social life? 1 2 3 4
12. Did you have pain when you
urinated? 1 2 3 4 PLEASE CHECK TO MAKE SURE THAT YOU
13. Did you have pain in other parts of HAVE ANSWERED ALL OF THE QUESTIONS
your body? 1 2 3 4
14a. Did you have any treatment for
pain? 1 2 3 4
Nol Yes2

14b. How much did it help? 1 2 3 4



