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Background: Men with metastatic castration-resistant prostate cancer (mCRPC) are living longer, therefore optimizing
health-related quality of life (HRQL), as well as survival outcomes, is important for optimal patient care. The aim of this
study was to assess the HRQL in patients with mCRPC receiving docetaxel or cabazitaxel.
Patients and methods: PROSELICA (NCT01308580) assessed the non-inferiority of cabazitaxel 20 mg/m2 (C20) versus 25
mg/m2 (C25) in patients with mCRPC after docetaxel. FIRSTANA (NCT01308567) assessed the superiority of C25 or C20
versus docetaxel 75 mg/m2 (D75) in patients with chemotherapy-naive mCRPC. HRQL and pain were analyzed using
protocol-defined, prospectively collected, Functional Assessment of Cancer TherapydProstate (FACT-P) and McGill-
Melzack questionnaires. Analyses included definitive improvements in HRQL, maintained or improved HRQL, and
HRQL over time.
Results: In total, 2131 patients were evaluable for HRQL across the two studies. In PROSELICA, 38.8% and 40.5% of
patients receiving C20 and C25, respectively, had definitive FACT-P total score (TS) improvements. In FIRSTANA,
43.4%, 49.7%, and 44.9% of patients receiving D75, C20, and C25, respectively, had definitive FACT-P TS
improvements. In both trials, definitive improvements started after cycle 1 and were maintained for the majority of
subsequent treatment cycles. More than two-thirds of patients maintained or improved their FACT-P TS.
Conclusions: In PROSELICA and FIRSTANA, >40% of the 2131 evaluable patients with mCRPC had definitive FACT-P TS
improvements; improvements occurred early and were maintained. More than 75% of patients maintained or improved
their FACT-P TS.
Key words: cabazitaxel, docetaxel, health-related quality of life, metastatic castration-resistant prostate cancer, patient-
reported outcomes
INTRODUCTION

Worldwide, prostate cancer is the most frequently occurring
cancer in men, with 1.6 million cases and 366 000 deaths
reported in 2015.1 In the USA, it is estimated that there will
be 174 650 new cases and 31 620 deaths from the disease
in 2019.2
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Several new treatment approaches are currently available
for patients with metastatic castration-resistant prostate can-
cer (mCRPC) including two chemotherapies, two androgen-
signaling-targeted inhibitors, sipuleucel-T, radium-223, and
olaparib.3-9 Docetaxel is approved for the treatment ofmCRPC
based on the outcome of the phase III TAX-327 trial, which
demonstrated significantly increased overall survival (OS) and
health-related quality of life (HRQL) compared with mitoxan-
trone.10 Cabazitaxel, a second-generation taxane, is approved
for patients with mCRPC previously treated with doce-
taxel.11,12 Approval followed the phase III TROPIC study, where
cabazitaxel 25 mg/m2 (C25) led to improved OS versus
mitoxantrone (P < 0.0001).13 In the subsequent PROSELICA
non-inferiority trial (NCT01308580), cabazitaxel 20 mg/m2

(C20) maintained �50% of the OS benefit of C25 versus
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mitoxantrone that was previously reported in TROPIC, in pa-
tients with mCRPC previously treated with docetaxel.14 In
PROSELICA, the number of patients who experienced a pain
response and the risk of pain progression was similar between
treatment groups; furthermore, median time to definitive
deterioration in the Functional Assessment of Cancer Ther-
apydProstate (FACT-P) subscales did not differ between co-
horts.14 In the FIRSTANA trial (NCT01308567), similar OS was
seen in patients with chemotherapy-naive mCRPC receiving
docetaxel 75 mg/m2 (D75), C20, and C25.15 Overall, the me-
dian time to definitive deterioration in the FACT-P subscales
did not differ between cohorts, with the exception of physical
well-being which showed a longer median time to definitive
deterioration in the C20 versus D75 arm.15

Patients with mCRPC may suffer from a range of symp-
toms, including, but not limited to, bone pain and fatigue,
which impede a patient’s functional, social, and emotional
well-being.16 Assessing patient-reported outcomes (PROs),
including HRQL, has become an important part of clinical
trials, including those in mCRPC.

With the exception of the observational study CAPRIS-
TANA (189 patients), which demonstrated that HRQL was
maintained (40.3%) or improved (32.2%) in 72.5% of pa-
tients with mCRPC receiving cabazitaxel in the post-
docetaxel setting (based on FACT-P), there is a need for
further HRQL analyses of patients receiving cabazitaxel.17 In
this paper we present PRO results, including detailed HRQL
data, for patients with mCRPC receiving cabazitaxel or
docetaxel from the PROSELICA and FIRSTANA clinical trials.
Pain progression data have been published previously.14,15
PATIENTS AND METHODS

Trial design

PROSELICA and FIRSTANA trial designs are summarized in
Supplementary Figure S1, available at https://doi.org/10.
1016/j.esmoop.2021.100089, and have been previously
described.14,15 In PROSELICA, 1200 patients with mCRPC
who had previously received docetaxel were randomly
assigned (1 : 1) to C20 or C25, plus prednisone 10 mg.

In FIRSTANA, 1168 patients with chemotherapy-naive
mCRPC were randomly assigned (1 : 1 : 1) to receive D75,
C20, or C25, plus prednisone 10 mg.

Written informed consent was provided by all patients
and the studies were conducted in compliance with the
guidelines for Good Clinical Practice.
Assessment of HRQL, fatigue, and pain

Protocol-driven HRQL assessments were prospectively car-
ried out using the FACT-P questionnaire (version 4), a vali-
dated, self-administered PRO used to assess HRQL in
patients with prostate cancer.18,19 The FACT-P scale consists
of five subscales: physical well-being, social/family well-
being, emotional well-being, functional well-being, and
prostate-specific concerns. The five subscales were com-
bined for the FACT-P total score (TS; 0-156). The Trial
Outcome Index (TOI), which is responsive to changes in
2 https://doi.org/10.1016/j.esmoop.2021.100089
functional and physical outcomes, was calculated by sum-
ming physical well-being, functional well-being, and
prostate-specific concern (0-104).20 To provide a general
functional assessment of cancer therapy, the Functional
Assessment of Cancer TherapydGeneral (FACT-G) was
calculated by summing physical well-being, social/family
well-being, emotional well-being, and functional well-being
(0-108).21 For FACT-P TS, TOI, and FACT-G, higher values
represent better HRQL/functioning. Questionnaires were
completed within 3 days before the first administration
(baseline), after each subsequent cycle (before the next
infusion), and 30 days after last administration. Post-
treatment questionnaires were completed every 6 weeks
for the first 6 months and every 12 months thereafter in
PROSELICA, and every 12 weeks in FIRSTANA.

Fatigue was assessed via the FACT-P questionnaire based
on one question regarding lack of energy (0-4), where
higher values represent an increased level of fatigue.22

A prostate cancer subscale pain-related subscale score
(PCS-pain) was derived from four questions on the FACT-P
questionnaire specifically related to pain (0-16), where
higher values represent increased pain levels.

Pain was also assessed using the Present Pain Intensity
(PPI) scale from the McGill-Melzack questionnaire.23 Me-
dian PPI and mean Analgesic Score were calculated if five of
the seven expected values were available in the patient
records. Patient-reported pain was collected for 7 consec-
utive days before each scheduled cycle, on day 1 of each
treatment cycle and 30 days after last treatment.
Definitions for changes in PRO measures

Definitive improvement and ‘maintained or improved’ PRO
data are reported. A definitive improvement in FACT-P TS
was defined as a �7-point improvement from baseline; for
subscale improvements a �3-point improvement was
used.19 A definitive improvement in fatigue was defined as
a �1-point improvement from baseline, derived from a
single item regarding lack of energy (per the FACT Advanced
Prostate Symptom Index, FAPSI-6 and FAPSI-8).20,22,24-26

A definitive improvement in PCS-pain was defined as a
�2-point improvement from baseline.19 A definitive
improvement in PPI was defined as a �2-point improve-
ment from baseline median PPI score.23 Furthermore, all
definitive improvements required confirmation at two time
points that were �3 weeks apart. Thresholds for definitive
improvements were selected because they are considered
clinically meaningful.19,20,22,24-26

A patient was defined as having ‘maintained or improved’
when they did not meet the criteria for definitive deterio-
ration; determined as a �10% decrease from baseline,
confirmed at two time points �3 weeks apart. Thresholds
were prespecified in the protocol and statistical analysis
plan. Definitions for definitive improvement in FACT-P, fa-
tigue, and pain are summarized in Table 1, along with the
definition for ‘maintained or improved’.23

At each visit, the observed FACT-P TS change from
baseline was classified as a transient improvement or
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Table 1. Definitions for definitive improvement and ‘maintained or improved’

Definitive improvement Maintained or improved

FACT-P
FACT-P TS �7-point improvement from BL, confirmed at

two time points �3 weeks apart19
Did not meet the criteria
for definitive deteriorationb

Functional subscalesa �3-point improvement from BL, confirmed at
two time points �3 weeks apart19

Fatigue �1-point improvement from BL, confirmed at two time points �3 weeks apart20

Pain
PCS-pain �2-point improvement from BL, confirmed at

two time points �3 weeks apart19

PPI �2-point improvement from BL, confirmed at
two time points �3 weeks apart23

BL, baseline; FACT-P TS, Functional Assessment of Cancer TherapydProstate total score; PCS, prostate cancer subscale; PPI, present pain intensity.
a Physical well-being, social/family well-being, emotional well-being, functional well-being, and prostate-specific concerns.
b �10% decrease from BL, confirmed at two time points �3 weeks apart, for FACT-P TS, functional subscales, fatigue and PCS-pain; �1-point deterioration from BL, confirmed at
two time points �3 weeks apart, for PPI.
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deterioration based on the change being �7 or ��10%,
respectively, for each individual patient. A patient was
considered to have a transient maintenance if they did not
meet the criteria for either transient improvement or
deterioration. Total count and overall percentage for each
category across all visits for all eligible patients is reported.
Thresholds were prespecified in the protocol and statistical
analysis plan. Definitions for FACT-P TS transient improve-
ment, maintenance, and deterioration are summarized in
Supplementary Table S1, available at https://doi.org/10.
1016/j.esmoop.2021.100089.

FACT-P population definition

For HRQL, patients who completed the FACT-P question-
naire at baseline and at least once after baseline were
included (FACT-P population). Patients who did not com-
plete the FACT-P questionnaire at baseline and at least once
after baseline were defined as the non-FACT-P population.
The FACT-P TS was evaluable when >80% of the questions
were answered. For the individual FACT-P subscales, a score
was evaluable when >50% of the questions in the subscale
domain were answered.18 If <50% of the questions were
missing in any FACT-P subscale, the subscale score could be
imputed by prorated subscale scores using the following
formula: Prorated subscale score ¼ [Sum of question
scores] � [N of questions in subscale]/[N of questions
answered].

Statistical analysis

Patient baseline characteristics for the intention-to-treat,
FACT-P, and non-FACT-P populations are summarized by
treatment arm using descriptive statistics (median and
range or mean and standard deviation for continuous
characteristics and number and percent for categorical
characteristics). Median OS in these populations was esti-
mated using the KaplaneMeier approach. Baseline PRO and
HRQL assessments are summarized using mean and stan-
dard deviation. Comparisons of definitive improvement or
‘maintained or improved’ PRO measures between
Volume 6 - Issue 2 - 2021
treatment groups were carried out using unadjusted logistic
regressions. Longitudinal FACT-P TS change from baseline
analyses are summarized using mean and standard error at
each cycle; statistical significance was assessed using paired
t-tests.

In PROSELICA, treatment was limited to 10 cycles; no
limits were defined in the FIRSTANA protocol. When ana-
lyses are presented by visit, data are presented over 10 and
16 treatment cycles, respectively. For analyses over the
entire on-treatment period, additional cycles in FIRSTANA
(up to 42) were also included. For comparisons between
treatment arms within the studies, nominal P values are
provided.

RESULTS

Baseline characteristics

In PROSELICA, a total of 1200 patients with mCRPC previ-
ously treated with docetaxel were randomized (1 : 1) to
receive C20 (n ¼ 598) or C25 (n ¼ 602). In FIRSTANA, 1168
patients with chemotherapy-naive mCRPC were randomized
(1 : 1 : 1) to receive D75 (n ¼ 391), C20 (n ¼ 389), and C25
(n ¼ 388).

In PROSELICA and FIRSTANA, questionnaires were
completed at each visit by more than 89% and 92% of
patients, respectively (Supplementary Table S2, available
at https://doi.org/10.1016/j.esmoop.2021.100089). Overall,
baseline characteristics and PROs were well balanced be-
tween treatment arms within each study, although certain
adverse disease characteristics were more frequent in the
non-FACT-P population compared with the FACT-P popula-
tion. For example, there were more patients with Eastern
Cooperative Oncology Group performance status 2 and liver
metastases in the non-FACT-P population (Table 2;
Supplementary Table S3, available at https://doi.org/10.
1016/j.esmoop.2021.100089). In PROSELICA, the median
OS was 4.4 and 3.9 months in the non-FACT-P population
compared with 14.1 and 15.0 months in the FACT-P popu-
lation, for patients who received C20 or C25, respectively. In
FIRSTANA, the median OS was 20.6, 23.4, and 6.1 months in
https://doi.org/10.1016/j.esmoop.2021.100089 3
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Table 2. Baseline PROs and HRQL assessments: FACT-P population

Mean (SD) PROSELICA FIRSTANA

C20 (n ¼ 557) C25 (n ¼ 543) D75 (n ¼ 376) C20 (n ¼ 372) C25 (n ¼ 361)

FACT-P TS 102.7 (21.7) 101.4 (21.8) 106.4 (21.8) 106.2 (21.1) 105.5 (21.1)
PWB 20.2 (5.59) 19.6 (6.1) 22.1 (5.0) 21.9 (5.2) 21.5 (5.3)
SWB 20.6 (5.0) 20.7 (4.9) 20.5 (5.6) 20.4 (5.1) 20.6 (5.2)
EWB 16.9 (4.4) 16.6 (4.8) 16.8 (4.4) 16.8 (4.3) 17.0 (4.4)
FWB 16.0 (6.0) 16.0 (5.9) 17.1 (6.3) 16.8 (6.0) 16.9 (6.0)
PSC 29.5 (7.7) 28.6 (7.7) 30.3 (7.2) 30.4 (7.6) 29.9 (7.5)

TOI 65.5 (16.8) 64.3 (17.1) 69.5 (16.2) 68.9 (16.5) 68.2 (16.2)
FACT-G TS 73.3 (15.5) 72.8 (15.9) 76.1 (16.3) 75.8 (15.2) 75.9 (15.2)
PPI pain score 1.3 (1.1) 1.4 (1.2) 1.0 (1.0) 1.2 (1.1) 1.2 (1.1)
PCS-pain 9.5 (4.5) 9.2 (4.6) 10.7 (4.0) 10.3 (4.5) 10.1 (4.5)
Fatigue 2.2 (1.1) 2.2 (1.2) 2.7 (1.1) 2.7 (1.1) 2.7 (1.1)

C20/C25, cabazitaxel 20/25 mg/m2; D75, docetaxel 75 mg/m2; EWB, emotional well-being; FACT-G TS, Functional Assessment of Cancer TherapydGeneral total score; FACT-P TS,
Functional Assessment of Cancer TherapydProstate total score; FWB, functional well-being; HRQL, health-related quality of life; PCS, prostate cancer subscale; PPI, present pain
intensity; PRO, patient-reported outcome; PSC, prostate-specific concerns; PWB, physical well-being; SD, standard deviation; SWB, social/family well-being; TOI, Trial Outcome
Index.
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the non-FACT-P population compared with 24.5, 24.6, and
25.8 months in the FACT-P population, for patients who
received D75, C20, or C25, respectively (Supplementary
Table S4, available at https://doi.org/10.1016/j.esmoop.
2021.100089). In PROSELICA, among the intention-to-treat
population, 557 patients (93.1%) receiving C20 and 543
(90.2%) receiving C25 were eligible for HRQL evaluation; in
FIRSTANA, 376 patients (96.2%) receiving D75, 372 (95.6%)
receiving C20, and 361 (93.0%) receiving C25 were eligible.
Improvements in HRQL, pain, and fatigue

In PROSELICA, 38.8% (209/539) and 40.5% (212/524) of
evaluable patients in the C20 and C25 groups, respectively,
had a definitive improvement in FACT-P TS. In FIRSTANA,
43.4% (157/362), 49.7% (177/356), and 44.9% (157/350) of
evaluable patients in the D75, C20, and C25 treatment
arms, respectively, had a definitive improvement in FACT-P
TS. In PROSELICA and FIRSTANA, there was no significant
difference in the proportion of patients with a definitive
improvement in FACT-P TS between treatment groups
(PROSELICA: C20 versus C25, P ¼ 0.5750; FIRSTANA: D75
versus C20, P ¼ 0.0884; D75 versus C25, P ¼ 0.6895).

The FACT-P subscales, fatigue and pain measurements,
and the proportion of patients who ‘maintained or
improved’ are presented in Supplementary Tables S5 and
S6, available at https://doi.org/10.1016/j.esmoop.2021.
100089. In PROSELICA, FACT-P TS was ‘maintained or
improved’ in 80.1% and 78.4% of patients receiving C20 and
C25, respectively. Physical well-being was ‘maintained or
improved’ in 71.6% and 65.5% of patients receiving C20 and
C25, respectively. PPI, PCS-pain, and fatigue were ‘main-
tained or improved’ in >60% of patients receiving C20 or
C25. In FIRSTANA, FACT-P TS was ‘maintained or improved’
in 76.5%, 73.9%, and 74.0% of patients receiving D75, C20,
and C25, respectively. Physical well-being was ‘maintained
or improved’ in 61.0%, 66.7%, and 59.8% of patients
receiving D75, C20, and C25, respectively. In >70% of pa-
tients receiving D75, C20, or C25, PCS-pain was ‘maintained
4 https://doi.org/10.1016/j.esmoop.2021.100089
or improved’; PPI score and fatigue were ‘maintained or
improved’ in at least 40%.
Longitudinal FACT-P TS

The mean change from baseline in FACT-P TS among
evaluable patients after each cycle is presented in Figure 1.
In PROSELICA and FIRSTANA, study treatment did not in-
fluence the overall mean change from baseline in FACT-P TS
to a magnitude that was clinically meaningful; FACT-P TS
was maintained for 10 cycles in PROSELICA and �16 cycles
in FIRSTANA.

The mean change from baseline in FACT-P TS at each
cycle among patients with a definitive improvement in
FACT-P TS is presented in Figure 2. In PROSELICA, for pa-
tients with a definitive improvement in FACT-P TS, a �7-
point increase in the FACT-P TS mean change from base-
line was observed after cycle 1 (C20 12.3, n ¼ 179; C25
13.1, n ¼ 190) and was consistently observed after each
subsequent cycle (Figure 2A). FACT-P TS was ‘maintained or
improved’ in 80.1% (432/539) and 78.4% (411/524) of pa-
tients receiving C20 and C25, respectively (Supplementary
Table S5, available at https://doi.org/10.1016/j.esmoop.
2021.100089). In FIRSTANA, for patients with a definitive
improvement in FACT-P TS, a �7-point increase in the FACT-
P TS mean change from baseline was observed after cycle 1
(D75 11.7, n ¼ 146; C20 13.8, n ¼ 161; C25 14.6, n ¼ 143);
improvements were consistently observed after each sub-
sequently analyzed cycle, with the exception of cycles 15
and 16 in the D75 treatment group, and cycle 16 in the C20
treatment group (Figure 2B). FACT-P TS was ‘maintained or
improved’ in 76.5% (277/362), 73.9% (263/356), and 74.0%
(259/350) of patients receiving D75, C20, and C25, respec-
tively (Supplementary Table S6, available at https://doi.
org/10.1016/j.esmoop.2021.100089). In PROSELICA and
FIRSTANA, there was no difference in the proportion of
patients with ‘maintained or improved’ FACT-P TS between
treatment groups (PROSELICA: C20 versus C25, P ¼ 0.4907;
FIRSTANA: D75 versus C20, P ¼ 0.4124; D75 versus C25,
P ¼ 0.4361).
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Figure 2. Change in mean FACT-P TS from baseline at each cycle in patients with a definitive improvement in FACT-P TS for (A) PROSELICA and (B) FIRSTANA.
C20/C25, cabazitaxel 20/25 mg/m2; D75, docetaxel 75 mg/m2; FACT-P TS, Functional Assessment of Cancer TherapydProstate total score; SE, standard error.
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Transient changes in FACT-P TS

The overall proportion of patient assessments with tran-
siently ‘maintained or improved’ FACT-P TS among all
available assessments is presented in Figure 3. In PROSEL-
ICA, the FACT-P TS change from baseline was transiently
improved or maintained in 83.3% and 81.7% of available
assessments in patients receiving C20 and C25, respectively.
In FIRSTANA, the FACT-P TS change from baseline was
transiently ‘maintained or improved’ in 80.9%, 82.4%, and
6 https://doi.org/10.1016/j.esmoop.2021.100089
82.2% of available assessments in patients receiving D75,
C20, and C25, respectively.

The overall proportion of patient assessments with
transiently ‘maintained or improved’ FACT-P TS among
available assessments in patients with a definitive
improvement in FACT-P TS is presented in Figure 3. In
PROSELICA, FACT-P TS change from baseline was transiently
‘maintained or improved’ in 95.8% and 97.0% of all avail-
able assessments in patients with a definitive improvement
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Figure 3. Proportion of patients with a transient maintenance or improvement in FACT-P TS among all available patient HRQL assessments for the overall FACT-P
population in (A) PROSELICA and (B) FIRSTANA and the subgroup of patients with a definitive improvement in FACT-P TS in (C) PROSELICA and (D) FIRSTANA.
n ¼ total evaluable patient HRQL assessments. A patient was considered to have a transient improvement in FACT-P TS if they had a �7-point change from baseline.
A patient was considered to have a transient deterioration in FACT-P TS if they had a �-10% change from baseline. A patient was considered to have a transient
maintenance in FACT-P TS if they did not meet the criteria for either transient improvement or transient deterioration. Transient FACT-P TS changes were determined for
each evaluable HRQL assessment.
C20/C25, cabazitaxel 20/25 mg/m2; D75, docetaxel 75 mg/m2; FACT-P TS, Functional Assessment of Cancer TherapydProstate total score; HRQL, health-related quality
of life.
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in FACT-P TS receiving C20 and C25, respectively. In FIRST-
ANA, FACT-P TS change from baseline was transiently
‘maintained or improved’ in 95.0%, 95.5%, and 95.6% of all
available assessments in patients with a definitive
improvement in FACT-P TS receiving D75, C20, and C25,
respectively.
DISCUSSION

Patients with mCRPC who present with disease-related
symptoms impacting on HRQL often have the perception
that chemotherapy will negatively impact their HRQL.27,28

The findings from this study suggesting HRQL, pain, and
fatigue are often ‘maintained or improved’ in men with
mCRPC receiving docetaxel or cabazitaxel will support
informed treatment decision making between patient and
physician. HRQL benefits for patients with mCRPC are
important, as several studies have suggested that PROs
significantly impact clinical outcomes.29 For example, in the
COU-AA-302 trial, for patients with chemotherapy-naive
mCRPC receiving abiraterone plus prednisone, worsening
of PROs was associated with a greater risk of radiographic
progression.30
Volume 6 - Issue 2 - 2021
A limitation of the current analysis is that the number of
patients and HRQL assessments decrease over time, which
reduces the statistical power of the HRQL analysis in later
cycles. In addition, the effect of a patient’s disease pro-
gression on their HRQL cannot be separated from the
impact of the type and duration of treatment received.
Another limitation is that although the analysis thresholds
selected for this study are stringent, derived results and
conclusions are ultimately subject to them, and further
standardization could promote more effective cross-
comparisons. Finally, bias can occur regarding the HRQL of
patients who complete the questionnaire versus those who
do not. Even if baseline characteristics were quite similar
within PROSELICA and FIRSTANA, median OS in the non-
FACT-P population (<10% of patients) appeared lower
compared with that in the FACT-P population. Question-
naire completion was high for both studies (>89%).

HRQL and FACT-P TS have been evaluated in other studies
in mCRPC. After 25 weeks of treatment in the phase III
AFFIRM trial, the mean FACT-P TS decreased by 1.52 points
in post-chemotherapy patients who received enzalutamide
compared with 13.73 points in patients who received pla-
cebo.31 In the PROSELICA study, we demonstrate that the
https://doi.org/10.1016/j.esmoop.2021.100089 7
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FACT-P TS was often ‘maintained or improved’ in patients
receiving cabazitaxel. In the phase III COU-AA-301 trial,
post-chemotherapy patients who received abiraterone had
significantly improved FACT-P TS (48% versus 32%) and a
longer time to FACT-P TS deterioration (59.9 weeks versus
36.1 weeks) compared with patients who received
placebo.32 In PROSELICA, 38.8% and 40.5% of post-
docetaxel patients receiving C20 or C25 had definitive im-
provements in their FACT-P TS. Of note, patients had a
higher mean FACT-P TS at baseline in AFFIRM (enzalutamide
arm 108.7) and COU-AA-301 (abiraterone arm 108.2)
compared with PROSELICA (C20 arm 102.7; C25 arm 101.4).
In the CARD study, which compared cabazitaxel with abir-
aterone or enzalutamide in patients with mCRPC who had
received prior docetaxel and had previously progressed
within 12 months while receiving the alternative androgen-
signaling-targeted inhibitor (abiraterone or enzalutamide),
the median time to FACT-P TS deterioration was 14.8
months [95% confidence interval (CI) 6.3 to not estimable
(NE)] with cabazitaxel versus 8.9 months (95% CI 6.3 to NE)
with abiraterone or enzalutamide (hazard ratio 0.72, 95% CI
0.44-1.20; log-rank P ¼ 0.21).33 The median radiographic
progression-free survival was significantly longer (8.0
months versus 3.7 months) among patients who received
cabazitaxel compared with abiraterone or enzalutamide,
which may explain why the time to FACT-P TS deterioration
was shorter among patients who received abiraterone or
enzalutamide.34

In the phase III COU-AA-302 and PREVAIL trials in
chemotherapy-naive mCRPC, HRQL data have been re-
ported.35,36 In COU-AA-302, the median time to deteriora-
tion in FACT-P TS was 12.7 months (95% CI 11.1-14.0) in
patients who received abiraterone plus prednisone
compared with 8.8 months (95% CI 7.4-10.6) in patients
who received prednisone. Similarly, in PREVAIL, the median
time to deterioration in FACT-P TS was 11.3 months (95% CI
11.1-13.9) in patients who received enzalutamide compared
with 5.6 months (95% CI 5.5-5.6) in patients who received
placebo. In FIRSTANA, we demonstrate that the FACT-P TS is
‘maintained or improved’ in more than two-thirds of all
patients. Of note, patients had a higher mean FACT-P TS at
baseline in COU-AA-302 (abiraterone arm 122.1) and PRE-
VAIL (enzalutamide arm 119.6) compared with FIRSTANA
(D75 arm 106.4; C20 arm 106.2; C25 arm 105.5). It is also of
note that patients included in the PREVAIL and COU-AA-302
studies were asymptomatic or mildly symptomatic (a score
of 0-3 for item 3 of the Brief Pain Inventory short form) and
the control arm in these studies was placebo or prednisone
with placebo. In CABA-DOC, a more recent cross-over trial
assessing patient preference between cabazitaxel and
docetaxel in the chemotherapy-naive mCRPC setting, cab-
azitaxel was preferred; the most common factors for influ-
encing preference were fatigue, HRQL, hair loss, and pain.37

In the phase III CHAARTED trial investigating androgen
deprivation therapy (ADT) versus ADT plus docetaxel for
patients with metastatic hormone-sensitive prostate cancer,
both study arms reported a similar minimal change in HRQL
over time.38 Regarding fatigue, in the AQUARiUS study,
8 https://doi.org/10.1016/j.esmoop.2021.100089
fatigue outcomes were more favorable in chemotherapy-
naive patients with mCRPC who received abiraterone
compared with enzalutamide.39 In STAMPEDE, a multi-arm,
multi-stage trial, that in part investigated docetaxel and
abiraterone in patients with metastatic hormone-sensitive
prostate cancer, HRQL was higher among patients who
received abiraterone compared with docetaxel in the first 2
years of treatment, although this difference did not meet
the predefined clinically meaningful threshold.40 Direct
comparison of patients who received docetaxel or abir-
aterone in STAMPEDE showed no evidence of a difference
in OS.41 However, safety profiles of androgen-signaling-
targeted inhibitors differ from taxane chemotherapies,
which may explain why the HRQL was different between
patients who received docetaxel compared with
abiraterone.

Overall, our data suggest that the HRQL improvements
seen with docetaxel and cabazitaxel are similar to those
observed with various other mCRPC treatments and suggest
that disease control with an active anticancer treatment
improves HRQL.

Conclusions

In PROSELICA and FIRSTANA collectively, >40% of the 2131
evaluable patients with mCRPC had a definitive improve-
ment in FACT-P TS, which occurred early and was main-
tained, and >75% ‘maintained or improved’ their FACT-P
TS. Our analysis was carried out using stringent FACT-P TS
improvement criteria on data from two clinical trials where
questionnaire compliance rates were >89%; a rate reflec-
tive of oncology randomized, controlled trials.42 In PRO-
SELICA, FACT-P TS was ‘maintained or improved’ in 80.1%
and 78.4% of patients receiving C20 and C25 after doce-
taxel, respectively. In FIRSTANA, FACT-P TS was ‘maintained
or improved’ in 76.5%, 73.9%, and 74.0% of chemotherapy-
naive patients receiving D75, C20, and C25, respectively. In
both studies pain was often ‘maintained or improved’ in
patients receiving chemotherapy, although in FIRSTANA the
PPI score was only ‘maintained or improved’ for >40% of
patients receiving chemotherapy. Overall, our data suggest
that patients with mCRPC receiving chemotherapy often
have ‘maintained or improved’ HRQL.
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