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For prostate cancer as for many other solid tumors, cancer 
treatments are constantly and rapidly evolving. The primary 
goals remain, however, the same: to allow patients to live 
longer and to live better (1). Clinical benefit integrates, 
in fact, treatment effectiveness as well as assessment of 
quality of life (QoL). Both the American Society of Clinical 
Oncology (ASCO) and the European Society of Medical 
Oncology (ESMO) formally include health-related QoL 
(HRQoL) results among the parameters considered for the 
evaluation of clinical value of anticancer treatments (2,3). 
As a matter of fact, not only cancer itself but also treatments 
can produce distressing symptoms and serious toxicities, 
affecting functional domains and QoL (4). Monitoring 
symptoms and QoL allows a complete definition of benefits 
and harms associated with treatments. Patient-reported 
outcomes (PROs) are specifically conceived to describe 
patient’s own experience about disease symptoms, treatment 
tolerability and toxicity. These patient-based data correlate 
with care effectiveness, care outcomes and care satisfaction. 
Measurement of PROs and patient experience can be 
useful to improve care and to guide treatment choice, 
when different effective options are available for the same 
indication (5).

The rapidly changing therapeutic scenario of 
metastatic hormone-sensitive prostate cancer

The landscape of metastatic hormone-sensitive prostate 

cancer (mCSPC) is a good example of the recent evolution 
of systemic treatments. Namely, two different drugs, already 
used in patients with castration-resistant prostate cancer, 
have demonstrated an improvement in overall survival 
(OS) when added to androgen deprivation therapy (ADT): 
the cytotoxic drug docetaxel and the new-generation 
hormonal treatment abiraterone acetate (in combination 
with prednisone). CHAARTED (6), STAMPEDE (7,8) 
and LATITUDE (9) are the randomized trials that have 
changed the previous therapeutic paradigm and are going to 
change clinical practice. 

The CHAARTED trial and the first comparison of the 
multi-arm multi-stage STAMPEDE study, both of which 
evaluated ADT alone versus ADT plus 6 cycles of docetaxel 
in newly diagnosed advanced prostate cancer, demonstrated 
an OS improvement with this early administration of 
chemotherapy (6,7) that represents, today, the standard 
treatment for men with a good performance status allowing 
cytotoxic treatment.  

Two years later, another comparison of the STAMPEDE 
trial and the LATITUDE study showed the results of 
the addition of concurrent abiraterone to ADT for the 
treatment of advanced prostate cancer in a clinically and 
prognostically similar subset of patients. Namely, in the 
STAMPEDE trial, men with newly diagnosed metastatic, 
node-positive, or high-risk locally advanced prostate cancer 
were randomized, in open-label, to ADT alone versus ADT 
plus abiraterone and prednisolone. Primary outcomes of 
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the trial were OS and failure-free survival (FFS). Namely, 
failure was defined as prostate-specific antigen (PSA) 
failure, local or lymph node failure, distant metastases 
or prostate cancer-death. After a median follow-up of 40 
months, addition of abiraterone and prednisolone was 
associated with a 37% reduction in the risk of death [hazard 
ratio, 0.63; 95% confidence interval (CI), 0.52–0.76], a 71% 
improvement in FFS (hazard ratio, 0.29; 95% CI, 0.25–0.34) 
and decreased symptomatic skeletal-related events (hazard 
ratio, 0.46; 95% CI, 0.37–0.58) (8).

In the LATITUDE trial, 1,199 men with newly 
diagnosed high-risk (characterized by at least two factors 
among Gleason ≥8 disease, three or more radiographic 
bone lesions, or presence of visceral metastases) metastatic 
prostate cancer were randomized to ADT plus abiraterone 
acetate with prednisone versus ADT plus placebos. The co-
primary endpoints of the trial were OS and radiographic 
progression-free survival (rPFS). With all the limitations of 
indirect comparisons, efficacy results were very similar to 
those observed with abiraterone acetate in the STAMPEDE 
trial, and to results obtained with docetaxel. In detail, after 
a median follow-up of 30.4 months, patients treated in the 
experimental arm experienced a 38% reduction in the risk 
of death (hazard ratio, 0.62; 95% CI, 0.51–0.76). Median 
OS was 34.7 months in the control arm receiving ADT 
alone, whereas in the experimental arm median OS was not 
yet reached. Furthermore, there was a 53% reduction in 
the risk of radiographic progression or death for patients 
receiving abiraterone, with a median rPFS equal to 33.0 
months, compared to 14.8 months in the control arm 
(hazard ratio, 0.47; 95% CI, 0.39–0.55) (9).

QoL: looking at results

QoL was an exploratory endpoint of the LATITUDE 
trial, and QoL results have been recently reported by Chi 
and colleagues (10) (while report of QoL data from the 
STAMPEDE trial is still pending). In the LATITUDE 
trial, PROs were collected using electronic tablet devices, 
with a pre-fixed frequency. Patients were assessed by 
several instruments, including Brief Pain Inventory-Short 
Form (BPI-SF), Brief Fatigue Inventory (BFI), Functional 
Assessment of Cancer Therapy Prostate scale (FACT-P), 
and the EuroQol (EQ-5D-5L) questionnaires. 

The analysis of BPI-SF and BFI allowed the evaluation 
of the delay in pain/fatigue progression and pain/fatigue 
interference. Interestingly, results showed an advantage for 
the addition of abiraterone to ADT in terms of worst pain 

progression (37% risk reduction; hazard ratio, 0.63; 95% 
CI, 0.52–0.77; P<0.0001) and pain interference progression 
(33% risk reduction; hazard ratio, 0.67; 95% CI, 0.56–0.80; 
P<0.0001). In addition, the use of abiraterone was associated 
with a significant improvement in the progression of fatigue 

(35% risk reduction; hazard ratio, 0.65; 95% CI, 0.53–0.81; 
P=0.0001) and in the progression of fatigue interference 
(41% risk reduction; hazard ratio, 0.59; 95% CI, 0.47–0.75; 
P<0.0001). Furthermore, according to repeated-measures 
mixed-effects model analysis, mean change from baseline 
was improved in the ADT plus abiraterone group, for both 
pain and fatigue, early from the start of treatment (cycles 
2–5) and maintained through the following cycles.

The FACT-P scales, including the general FACT 
(FACT-G) subscale, were used to measure general QoL and 
prostate-cancer-specific QoL. Median time to deterioration 
of functional status was 12.9 months for patients assigned 
to ADT plus abiraterone, versus 8.3 months for patients 
assigned to ADT plus placebos (hazard ratio, 0.85; 95% 
CI, 0.74–0.99; P=0.032). In repeated-measures analyses, 
the FACT-P total and subscales scores at most timepoints, 
compared with baseline, were similar or better for patients 
assigned to the experimental arm, than for patients in the 
control group. 

Health status and health utility scores, measured by EQ-
5D-5L (11), were also statistically significantly improved in 
the experimental arm.

In synthesis, clinical benefit for patients treated with 
abiraterone in LATITUDE trial has been confirmed with 
both methods used to analyze HRQoL: time to PRO 
deterioration and linear mixed model for repeated measures. 
Time to deterioration provides a longitudinal analysis on 
HRQoL, integrating the information obtained with the 
analysis of rPFS. The QoL benefit demonstrates that the 
significant improvement in instrumental control of the 
disease is associated with a clinically relevant improvement 
in the control of symptoms. On the other hand, the 
repeated-measures analyses based on measures made on the 
same patient at different time points, are useful to estimate 
the effect even in an early phase, both in terms of symptom 
control and treatment toxicities.  

The QoL results of the LATITUDE trial, showing the 
significantly longer time to PRO deterioration and the 
early improving of symptoms, add useful information to the 
primary efficacy analysis of the study.

However, some critical issues must be highlighted: as 
in most clinical trials, patients were included on the basis 
of specific eligibility criteria, had a good performance 
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status (ECOG 0–2) and the consequent results might be 
not generalizable to the entire population. Furthermore, 
no imputations for missing PRO data were performed, 
although rates of compliance were high. 

Beyond these limitations, these QoL results can be only 
indirectly compared to those reported in the CHAARTED 
trial with the addition of docetaxel to ADT (Table 1). In 
CHAARTED, conducted in a similar subset of patients, 
QoL showed a different trend. It was assessed by FACT-P, 
FACT-Taxane, Functional Assessment of Chronic Illness 

Therapy-Fatigue (FACIT-F), and BPI at baseline and 
at 3, 6, 9, and 12 months. Patients in the experimental 
arm receiving docetaxel reported a decline in scores after  
3 months (P=0.003), but differences between baseline and 
12 months were not significant. QoL was worse at 3 months 
in the ADT plus docetaxel group compared with ADT alone 
(P=0.02), reflecting the toxicity of chemotherapy compared 
to hormonal treatment alone; on the contrary, after  
12 months, scores were significantly better in the docetaxel 
arm (P=0.04). Of note, however, mean differences were not 

Table 1 Indirect comparison between quality of life results in the LATITUDE and CHAARTED trials

Variables LATITUDE CHAARTED

Experimental arm (EA) ADT + abiraterone and prednisone ADT + docetaxel

Control arm (CA) ADT alone ADT alone

QoL instruments BPI-SF FACT-P

BFI FACT-Taxane

FACT-P FACIT-F

EQ-5D-5L BPI

Duration of experimental 
treatment added to ADT

Abiraterone and prednisone: until disease progression or 
unacceptable toxicity

Docetaxel: up to 6 cycles (18 weeks)

QoL assessment timing Day 1 of cycles 1–3, monthly during cycles 4–13, and 
subsequently every 2 months, until the end of treatment

Baseline, after 3, 6, 9 and 12 months

Early impact BPI-SF: early benefit (from cycle 2) for patients assigned to 
experimental arm

After 3 months:  

 In docetaxel arm, statistically significant 

decline in FACT-P compared to baseline; 

 Statistically significant decline at 

3 months compared to control arm 
(difference did not exceed MCID)

BFI: early benefit (from cycle 5) for patients assigned to 
experimental arm

FACT-P: early benefit (from cycle 4–5) for patients assigned to 
experimental arm

“Middle-term” impact BPI-SF: sustained benefit for patients assigned to experimental 
arm

After 12 months:  

 In docetaxel arm, FACT-P not 

significantly different compared to 
baseline; 

 Statistically significant improvement 

at 12 months compared to control arm 
(difference did not exceed MCID)

BFI: sustained benefit for patients assigned to experimental arm

FACT-P: sustained benefit for patients assigned to experimental 
arm

Time to symptoms 
deterioration

Time to worst pain intensity progression: significantly prolonged 
with abiraterone

Not assessed

Time to worst fatigue intensity progression: significantly 
prolonged with abiraterone

Time to deterioration of functional status: significantly prolonged 
with abiraterone

BPI-SF, Brief Pain Inventory-Short Form; BPI, Brief Pain Inventory; BFI, Brief Fatigue Inventory; FACT-P, Functional Assessment of 
Cancer Therapy-Prostate scale (FACT-P); EQ, EuroQol; FACT-Taxane, Functional Assessment of Cancer Therapy-Taxane scale; FACIT-F, 
Functional Assessment of Chronic Illness Therapy-Fatigue subscale; MCID, minimum clinically important difference.
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necessarily clinically relevant, not exceeding the threshold 
of minimum clinically important difference at any time 
point. At all time points after baseline, treatment burden, 
measured by the FACT-Taxane, showed significantly poorer 
scores for men receiving ADT plus docetaxel than for men 
receiving ADT alone. Fatigue was significantly greater for 
patients receiving docetaxel only at 3 months, while pain 
intensity and pain interference were similar between the 
two arms at all time points (12). 

In synthesis, the improvement in overall QoL at  
12 months for patients assigned to ADT plus docetaxel 
suggests that the early physical and functional negative 
impact of chemotherapy is reversible, and that the addition 
of docetaxel in these patients is associated with a possible 
long-term benefit.  

QoL: looking at the future

Considering the results obtained with both the addition of 
docetaxel and the addition of abiraterone to ADT in patients 
with metastatic hormone sensitive disease, the question of 
which agent has to be chosen upfront remains unsolved. 
Indirect comparisons and network meta-analyses have not 
demonstrated significant differences in efficacy between the 
two approaches (13,14). Of note, even the direct comparison 
between the two strategies, allowed by the contemporaneous 
randomization within the multi-arm STAMPEDE 
trial, has not shown a significant difference in OS or in 
prostate-cancer specific survival, nor in other important 
outcomes, although this comparison was not the primary 
endpoint of the trial and was not formally powered (15).  
Given the similar OS results, QoL, toxicities and cost-
effectiveness play a critical role (16). Therefore, in the 
clinical choice between the two treatments, it is important 
to consider the markedly different profile of the two 
drugs. On one hand, six cycles of docetaxel are associated 
with higher toxicity during the months of treatment, but 
a long-term benefit; on the other hand, the addition of 
abiraterone acetate provides a better early outcome in terms 
of tolerability, but implies a continuous, longer duration 
of therapy (with both economic implications in terms of 
treatment cost and clinical implications in terms of adverse 
events, including the toxicity associated with the chronic 
steroid treatment). 

These considerations underline how important is 
understanding QOL impact of anticancer therapies (5). 
Prostate cancer is a disease characterized by relevant 
heterogeneity in patients’ characteristics, with a high 

proportion of elderly subjects who suffer from competing 
risks of disease and disability. PROs and QoL analyses 
should play a crucial role for a complete decision-making 
process (17).

The PRO results from the LATITUDE trial can be 
viewed as an important step in this direction and a tool to 
guide clinicians in the choice of the best treatment for every 
single patient.  
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