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Chapterr 9 

Qualityy of life assessment in patients with hormone resistant 
prostatee cancer treated with Epirubicin or with Epirubicin plus 

Medroxyy Progesterone Acetate - is it feasible? 

G.. van Andel, K.H. Kurth, R.L. Rietbroek, J.A. van de Velde-Muusers 

EuropeanEuropean Urology 2000;38:259-26 
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Abstract t 

Ojectives:Ojectives: The optimal- palliative- treatment in patients with advanced hormone resistant prostate 
cancerr (AHRPC) is investigational. We studied the effect of Epirubicin combined or not combined 
withh Medroxy Progesterone Acetate (MPA) in this particular patient group. The aim of the study was 
too investigate the feasibility of quality of life measurement and to ascertain whether MPA added to 
Epirubicinn produces a better quality of life than Epirubicin alone. 

Methosa:Methosa: Of the 28 randomised patients with symptomatic AHRPC, 26 were eligible. Fourteen of 
themm received Epirubicin intravenous lOOmg/sqm every three weeks in combination with MPA orally 
5000 mg twice daily. 12 patients received Epirubicin alone. For the quality of life assessment the 
Rotterdamm Symptom Checklist (RSCL) was used. Toxic side effects of chemotherapy were assessed 
byy the 'WHO' criteria. Subjective response includes performance status and pain score. 

Results:Results: Compliance to complete QOL questionnaires was high (87,5%). With regard to the quality of 
lif ee domains studied, none of the patients, irrespective of their treatment, experienced an improvement 
inn their quality of life. Moreover, after 12 and 24 weeks patients in both treatment arms experienced 
significantt worsening of physical symptom distress when compared to study entry. Toxicity was 
moderatee to severe. Biochemical response (drop of PSA by more than 50%) was observed in 5 out of 
266 patients (19,1%) and subjective response in 7 out of 26 patients (26,9%). The median survival for 
alll  patients was 30 weeks. There was no statistically significant difference between the two treatment 
arms.. Performance status and the global quality of life as judged by the patients themselves are 
associatedd with duration of survival. No relation was found between initial observed subjective 
responsee and survival. 

Conclusion:Conclusion: The feasibility to measure QOL in patients with symptomatic AHRPC is demonstrated in 
thee present study. Subjective and biochemical response was observed in both treatment arms, but this 
wass not translatable in improved measured QOL domains. 
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Introduction n 
Treatmentt of advanced, hormone resistant prostatic cancer (AHRPC) is investigational. Of the thera-
peuticc modalities examined in this particular patient group none demonstrated a consistent increase in 
overalll  survival. When objective response is unlikely, the main goal should be to reduce symptoms or, 
moreover,, to improve the quality of life. 
Amongg the examined modalities are studies with Epirubicin, an anthracycline, and studies with 
Medroxyy Progesterone Acetate (MPA), a progestational agent. From previous data it may be 
concludedd that as well Epirubicin as high-dose MPA may be of benefit in improving the quality of lif e 
off  symptomatic patients with AHRPC [1-5]. We designed a study to investigate whether the 
combinationn of the two mentioned modalities is additive or even synergistic in this respect and feasible 
inn clinical practice. In the original design, 112 randomised patients had to be recruited in order to 
detectt a 25% improvement of any quality of life domain. This target was not achieved in the aimed 
timee frame. In retrospect, the reason for this small recruitment might be due to the very comprehensive 
protocol,, asking continuous efforts of the participating physicians. Moreover, executing this protocol 
inn general practice was time-consuming. Finally, about two out of three patients refused to participate 
afterr having taking notice of the investigational therapeutic approach as stated in the patients-
information.. However, although the recruitment was poor, enough data were collected to demonstrate 
thee feasibility of quality of life assessment in this poor prognostic patient population. The second 
objectivee was to evaluate the tolerance, the objective and subjective response rate, as well as the 
durationn of survival in both treatment arms. 

Materiall and Methods 
AA total of 28 patients with AHRPC were enrolled in this prospective randomised study initiated in 
19933 and closed in 1996, comparing the effects of Epirubicin in combination with Medroxy 
Progesteronee Acetate (MPA) versus Epirubicin alone. Two of the 28 patients were not evaluable due 
too patient withdrawal, one before starting the definitive treatment and one after receiving one cycle 
Epirubicinn plus MPA. The remaining 26 patients were evaluable with respect to all the study 
objectives.. All patients were previously treated with orchiectomy, and at the moment of study-entry 
theyy were all symptomatic (skeletal pain; WHO pain score >1 and/ or a decreased performance status 
WHOO grade >1; see table 1) and showed disease progression despite hormonal treatment. To be 
eligiblee for the study patients should have had a life expectancy of at least 3 months, adequate liver, 
renal,, cardiac, and bone marrow function and should have had no previous cytotoxic treatment. WHO 
performancee status had to be 1-3. At randomisation, the minimisation method was performed [6]. 

Treatment Treatment 
Treatmentt arm 1: Epirubicin in combination with MPA. Epirubicin is administered intravenously at a 
dosee of 100 mg/nr every three weeks. MPA is administered orally at a dose of 500 mg twice daily 
(beforee breakfast and diner). 
Treatmentt arm 2: Epirubicin alone is administered in the same dose schedule as in treatment arm 1. 
Patientss with an objective response or no change, with stable performance status and experiencing no 
otherr reasons to discontinue, will be maintained on treatment for a maximum of 6 cycles. 
Chemotherapyy was only given if serum concentrations of WBC's were greater than 4.0 x 10'' , 
granulocytess greater than 2.0 x 109, and platelets greater than 100 x 10''. Blood cell counts were 
performedd on day 14 of all cycles. If serum concentrations were below the required levels, 
administrationn was delayed, for a maximum of two weeks, until these values were exceeded. When 
thesee levels are not reached in time patients go off study. If treatment is delayed but recovery 
occurred,, the dose of Epirubicin was reduced to 75 mg/sqm for the following and all subsequent 
cycles.. Likewise, the dose was reduced to 75 mg/sqm Epirubicin in case of haematological or liver 
toxicityy or when unacceptable (WHO grade 3 or 4) non-haematologicat toxicity (except alopecia) 
occurred.. Patients are taken off study when there is any evidence of cardiac or lung toxicity, allergic 
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reactionn or any other toxicity likely to be life threatening and thought to be due to the investigational 
drugs. . 

AssessmentAssessment of outcome 
Patientss were examined according to protocol at 3-weekly intervals during treatment and thereafter at 
6-weeklyy intervals, until progression occurred or withdrawal took place for any other reason. Toxic 
sidee effects of chemotherapy were assessed by WHO criteria [7]. 
Thee Rotterdam Symptom Checklist (RSCL) was used to assess the effects of disease and treatment on 
health-relatedd quality of life. The RSCL was validated originally in a Dutch study [8]. Further validation 
studiess have sustained the reliability and validity of this instrument [9]. It is a self-support measure 
originallyy covering 4 domains: physical symptom distress, psychological distress, activity level, and 
overalll  global quality of life. It has been proven that it is possible to specify subscales within the 
experiencedd physical symptom distress. For this study we used 5 scales; (a)physical symptom distress , 
scoringg general symptoms of cancer patients such as nausea, tiredness, lack of energy, shortness of 
breath,, loss of hair and so on, totally 13 items, (b) urological symptom distress, scoring specific 
urologicall  symptoms such as micturition problems and sexual functioning, totally 5 items, (c) 
psychologicalpsychological distress,! items, (d) activity level, scoring activities such as go shopping, walk out of 
doors,, climb stairs and so on, totally 8 items and (e) global quality of life, 1 item. Except the global 
QOLL scale, which is scored on a 7 point Likert type scale range from 1 (excellent) to 7 (very poor), the 
otherr scales are scored on a four point Likert type rating scale. The scores given here are 1 (not at all), 2 
(aa little), 3 (quite a bit) and 4 (very much). The scale scores are obtained by summating scores of 
individuall  items, meaning the higher the score, the higher the level of burden or impairment. 
Wee choose for RSCL because it is a relatively concise instrument, easy to fill  out by the patients 
themselvess and originally designed and validated in the Dutch language. Three categories to assess 
QOLL were defined: ( I ) improvement, defined as a decrease of at least 25% of the total sum of the scores 
inn the subcategories, (2) deterioration, defined as an increase of at least 25% of the total sum of the 
scoress of the subcategories and (3) no change, defined as all situation not listed under improvement or 
deterioration. . 
Thee second objective of this study was to evaluate the subjective response. The assessment of 
subjectivee response includes performance status and pain score. Objective progression was defined 
accordingg to the EORTC criteria [10]. Biochemical progression was defined as an increase of PSA 
valuee >50%. In case of subjective or objective progression, further protocol treatment had to be 
discontinued.. If only biochemical progression occurred, treatment had to be continued. QOL 
measurementss were performed as long as patients were under study. 

MissingMissing data 
Thee scales of the RSCL are constructed in that way that items belonging to a scale have high 
intercorrelation.. Therefore, it is possible to substitute values for missing data using the personal (sub) 
scalee mean. If a patient failed to answer 20% or fewer items for a scale, his score for that scale was 
calculatedd as the mean of the remaining items. If the patient left blank more than 20% of the items, his 
totall  score for that particular assessment time was considered missing. 

Statistics Statistics 
AA non-parametric test (two related samples test — Wilcoxon signed ranks test) was used for the intra-
groupp analyses between different points of time in order to detect changes in quality of lif e parameters 
ass a function of time. Survival analysis was performed by means of the Kaplan-Meier method. 
Comparisonn of the duration of survival curves between the two treatment arms was performed by 
meanss of the log-rank test. Also associations between baseline characteristics and survival duration 
weree assessed by the log-rank test. 
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Results s 
BaselineBaseline Characteristics 
Characteristicss of the patients at entry on the study are listed in table 1. All 28 patients are listed 
(intentionn to treat). Patients were well balanced in both groups. 

QualityQuality of life assessment 
Overalll  compliance of the completion of the QOL questionnaires was high with 87.5%. Assessment 
wass performed at baseline, during treatment every 3 weeks and thereafter every 6 weeks until patients 
weree taken off study. According to this schedule the expected number of returned completed 
questionnairess was 179. Finally, the number of returned and completed questionnaires was 157. 
Baselinee assessment was available of 25 patients. So, only the results of the questionnaires of these 
patientss were taken into account. Baseline assessment and assessments at 6 (after 2 cycles), 12 (after 4 
cycles),, and 24 (6 cycles finished) weeks after the start of treatment were used for analyses. 
Compliancee of the questionnaires used for analyses was 89% (79 of the expected 89 questionnaires 
returned).. Patient groups were considered too small for meaningful statistical comparison of treatment 
arms.. However, the changes of QOL parameters in time within the particular group were analysed. For 
alll  figures counts that the higher the score, the higher the level of burden or impairment. After 12 and 
244 weeks an increase in the experienced physical symptom distress in both groups was observed when 
comparedd with baseline. This difference was statistical significant (respectively /?=0,042 and p= 
0.015).. No significant differences were found with respect to the experienced psychological distress, 
thee activity level, the global quality of life and the urological symptom distress. None of the patients 
showedd a statistical significant improvement (figure 1) and, moreover, none of the patients showed 
improvementt according to the protocol definition. 

TherapyTherapy and toxicity 
Treatmentt arm 1 
Thee 12 patients randomised to Epirubicin alone received 54 cycles with a median of 5 (range 1 to 6), 7 
patientss received all 6 cycles. The remaining 5 patients did not complete the treatment of six cycles, 
becausee of disease progression (two patients), haematological toxicity (two patients) and in one patient 
becausee of intolerable side effects (nausea and vomiting). 

Treatmentt arm 2 
Patientss randomised to Epirubicin plus MPA received 58 cycles with a median of 4 (range 1 to 6). Five 
outt of 14 patients completed the planned 6 cycles. Five patients discontinued treatment earlier because 
off  disease progression. Of the remaining four patients three had no further therapy because of toxicity 
(onee of them died most likely due to cardiac toxicity grade 4) and in one patient the dose was reduced 
afterr 3 cycles because of haematological toxicity, with the reduced dose he completed the remaining 
cycles.. From 95 out of 112 cycles (84,8%) adequate assessment of toxicity was performed. 
Neutropeniaa and alopecia were the most frequent assessed side effects. Totally in 16 patients severe 
toxicityy (grade 3 or 4) was observed; in both treatment arms in 8 patients (table 2 and table 3). 

ResponseResponse to therapy 
Overalll  biochemical response was observed in 5 out of 26 patients (19.2%; 95% confidence interval 
12,8%% - 30,1%). Subjective response six weeks after the start of treatment was seen in 7 (3 treated 
withh Epi alone and 4 with Epi + MPA) out of 26 patients (26.9%; 95% confidence interval 17,2% -
38,6%),, four of them had a reduction of performance status and pain score, 2 had only a reduction of 
thee pain score and one had only a reduction of the performance status. Four out of 26 (15.4%; 95% 
confidencee interval 9,6% - 29,0%) were subjectively progressive and 15 patients were stable. 
Afterr 12 weeks, only 2 patients showed a subjective response, both had a reduction of the performance 
scalee by 1 point. Finally, all patients became progressive and died. 
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Theree were no statistical significant differences between both treatment groups with respect to the 
survival.. The overall median survival was 30 weeks (95% confidence interval 11-39 weeks). 
Performancee status and the global quality of lif e as judged at baseline by the patient himself were 
identifiedd as predictors of survival duration. Duration of survival was not significantly associated with 
baselinee PSA, creatinine, haemoglobin, alkaline phosphatase, pain score and the other quality of lif e 
parameterss as assessed in the present study. Moreover, no relation was found between initially 
observedd subjective response and survival. 

Discussion n 
Withh a median survival of 10 months or less, prognosis is poor in hormone resistant patients [11]. The 
resultss of second-line treatment in terms of traditional outcome indicators are disappointing. The gain 
off  second-line strategy with respect to survival is nil or minimal. It is among other things, for this 
reasonn that there is interest in the impact of second-line treatment on the health-related quality of lif e 
parameterss [12]. Quality of lif e assessment in this particular patient group is important. Patients may 
preferr a relatively good quality of lif e for the given time to a longer survival to any price. Thus 
wheneverr second line treatment is discussed, the impact of quality of lif e has to be considered and 
shouldd be part of the outcome parameter to be measured. For this purpose it is preferable to use 
questionnairess of which the validity and reliability have been proven in previous studies. To measure 
whetherr the QOL is improved by the treatment given is one of the primary objectives in the present 
study.. Compliance of the completion of questionnaires during study is often poor [13]. It is argued 
thatt this is inherent to the studied patient population. In the present study the overall 87.5% 
compliancee is high. Just one institute included most patients, having a good personal relationship with 
thee patients. This in combination with, if needed, repeated reminders, by mail or telephone, to fill  in 
thee self-assessment questionnaire may have contributed to the high compliance. Moreover, patients 
nott showing up were called by phone and an ambulance was arranged to transport them to the hospital 
iff  necessary. For the QOL assessment in this study the RSCL was used. None of the patients 
experiencedd a significant improvement in the measured quality of lif e domains. 
Toxicityy was moderate. After 80% of the cycles grade 2-3 alopecia occurred. It turned out that this 
severelyy influenced the experienced physical symptom distress in a negative way. Although heart 
failuree was not so frequently observed as by Anderstrom et al in their study, in our study there was one 
drug-relatedd death due to irreversible cardiac failure [14]. Hemes et al studied 24 patients with 
hormonee resistant prostate cancer who were treated with Epirubicin 100 mg/trr every third week up to 
aa cumulative dose of 500 mg/trr combined with estramustine phosphate. They observed a subjective 
responsee {pain score, performance status) in 7 patients (29.1%) [3]. Results in the present study were 
comparablee with an overall 26.9% subjective response. We found no correlation between biochemical 
responsee and subjective response. Further analysis with respect to the quality of lif e assessment of the 
77 patients who had a subjective response, showed no improvement of any of the quality of lif e 
subscales.. Hence, there was a subjective response, this was not translated into a better quality of life. 
Maybee due to the limited sample size, the premise that a reduction of pain and an improved 
performancee status are associated with a better quality of life, could not be sustained 
Furthermore,, we looked for factors associated with duration of survival. Like in an earlier study in 
patientss with lymphnode positive prostate cancer in the present study global quality of lif e by patients 
self-assessmentt was identified as prognostic factors for progression [15]. Patients, who scored their 
qualityy of lif e at study-entry relatively low (>3 on Likert scale) had a significant shorter duration of 
survivall  compared with patients, who scored their own quality of lif e higher. This confirmed the 
observationn by Tannock et al., who found a correlation between self-assessed global quality of lif e and 
durationn of survival [16]. It is known that physicians tend to underestimate subjective morbidity and 
thereforee assessed the patient's performance and quality of lif e better than they were in reality [13]. 
Thesee facts clearly demonstrate that carefully listening to a patient tells a physician more about 
prognosiss than his own judgement or several laboratory results. Moreover these results confirm the 
statementt that assessment of quality of lif e parameters could be relevant in daily clinical practice [12]. 
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Inn the present study, performance status at study entry turned out to be prognostic for the duration of 
survival. . 

Conclusions s 
Survivall  data in the present study in this poor prognostic patients group did not differ from those in 
otherr comparable studies. Toxicity of the studied regimens was moderate to severe. With the schedule 
appliedd Epirubicin combined or not combined with MPA, did not improve the quality of life of the 
studiedd patients. However, it cannot be ruled out that further deterioration was prevented. 
So,, although in the present study subjective and biochemical response was observed, this was not 
translatablee in an improvement of measured QOL domains. 
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Tablee 1: Characteristics of patients at study entry. 

variablee Epuribicin Epirubicin + MPA Total 
nn = 13 n=15 n=28 

Age e 
median n 
interquartilee range 

SerumSerum concentrations 
PSAA (ug/L) 
median n 
interquartilee range 

Alkalinee phosphatase 
median n 
interquartilee range 

Creatinine e 
median n 
interquartilee range 

Hemoglobin n 
median n 
interquartilee range 

Performancee status 
0 0 
1 1 
2 2 
3 3 
4 4 

Painn score 
0 0 
1 1 
2 2 
3 3 
4 4 

Qualityy of life assessment 
physicall  symptom distress 
median n 
interquartilee range 

urologicall  symptom distress 
median n 
interquartilee range 

psychologicall  distress 
median n 
interquartilee range 

globall  quality of life 
median n 
interquartilee range 

activityy level 
median n 
interquartilee range 

65 5 
63-69 9 

274 4 
140-493 3 

291 1 
104-850 0 

65 5 
60-88 8 

7.5 5 
6.9-7.9 9 

0 0 
8 8 
5 5 
0 0 
0 0 

I I 
0 0 
2 2 
10 0 
0 0 

17 7 
14-23 3 

10 0 
8-- 11 

16 6 
14-- 19 

3 3 
2-5 5 

24 4 
17-31 1 

69 9 
60-75 5 

161 1 
622 - 456 

384 4 
231-529 9 

86 6 
72-113 3 

7.2 2 
6.6-8.1 1 

0 0 
8 8 
6 6 
1 1 
0 0 

0 0 
1 1 
6 6 
7 7 
1 1 

18 8 
15-23 3 

12 2 
9-- 13 

17 7 
13-22 2 

4 4 
2 -5 5 

27 7 
211 -31 

68 8 

62-70 0 

224 4 

89-455 5 

384 4 

152-638 8 

78 8 
63-99 9 

7.4 4 
6.7-7.9 9 

0 0 
16 6 
11 1 

17 7 
1 1 

18 8 
16 6 

11 1 
8--

17 7 
14 4 

4 4 
2--

25 5 
18 8 

-- 22 

13 3 

-21 1 

5 5 

-31 1 
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Tablee 2: Toxicity data - Epirubicin 
(%% of cycles after which toxicity was observed) 

Neutropenia a 
Anemia a 
Thrombocytopenia a 
Pulmonary y 
Feverr with drug 
Cutaneous s 
Hair r 
Infection n 
Oral l 
Nausea/vomiting g 
Diarrhoea a 
Cardiacc function 
Peripherall  neurotoxicity 
Constipation n 

0 0 

11.8 8 
16.7 7 
2.4 4 

95.2 2 
85.7 7 
100 0 
4.7 7 

85.5 5 
71.4 4 
45.3 3 
90.5 5 
100 0 
100 0 

61.9 9 

1 1 

26.2 2 
33.6 6 
0 0 
0 0 
0 0 
0 0 
9.5 5 
7.1 1 

26.2 2 
23.8 8 
2.4 4 
0 0 
0 0 

21.4 4 

Grade e 

2 2 

42.9 9 
40.0 0 
0 0 
4.8 8 

14.3 3 
0 0 

31.0 0 
7.1 1 
0 0 

21.4 4 
7.1 1 
0 0 
0 0 

11.9 9 

3 3 

14.3 3 
6.7 7 
2.4 4 
0 0 
0 0 
0 0 

54.8 8 
0 0 
2.4 4 
9.5 5 
0 0 
0 0 
0 0 
4.8 8 

4 4 

4.8 8 
3.3 3 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
0 0 

Tablee 3: Toxicity data. Epirubicin + Medroxyprogesteroneacetate 
(%% of cycles after which toxicity was observed) 

Grade e 

Neutropenia a 
Anaemia a 
Thrombocytopenia a 
Pulmonary y 
Feverr with drug 
Cutaneous s 
Hair r 
Infection n 
Oral l 
Nausea/vomiting g 
Diarrhoea a 
Cardiacc function 
Peripherall  neurotoxicity 
Constipation n 

13.6 6 
14.1 1 
100 0 
79.5 5 
90.9 9 
97.7 7 
4.5 5 

88.7 7 
41.6 6 
68.2 2 
88.7 7 
95.4 4 
81.9 9 
56.8 8 

25.0 0 
24.8 8 
0 0 

15.9 9 
0 0 
0 0 
1.4 4 
4.5 5 
2.3 3 

15.9 9 
6.8 8 
0 0 

13.6 6 
27.3 3 

31.8 8 
47.2 2 
0 0 
2.3 3 
9.1 1 
2.3 3 

52.3 3 
6.8 8 
2.3 3 
9.1 1 
4.5 5 
0 0 
4.5 5 

13.6 6 

27.3 3 
13.9 9 
0 0 
2.3 3 
0 0 
0 0 
31.8 8 
0 0 
0 0 
6.8 8 
0 0 

2.3 3 
0 0 
0 0 

2,3 3 
0 0 
0 0 
0 0 
0 0 

0 0 
0 0 
0 0 
0 0 
0 0 
0 0 
2.3 3 
0 0 
2.3 3 
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Score e 

actlev v 

Qualityy of life domain 

Figuree 1 : Results of the assessment of the five measured quality of life domains. Base-line (25 
patients)) as well as the results after 6 (23 patients) , 12(18 patients) and 24 (13 patients) weeks are 
shown,, phys = physical symptom distress; psych = psychological distress; actlev = activity level; 
gqolgqol = global quality of life ; urols = urological symptom distress. Assessment of the 'physical 
symptomm distress' after 12 and 24 weeks shows significant worsening. Furthermore no statistical 
differencess were found. 
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