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Efficacy and Safety of Docetaxel in
Elderly Patients With Metastatic
Castration-Resistant Prostate Cancer

abstract

Purpose Limited data are available about the tolerability and clinical outcomes of elderly patients with
metastatic castration-resistant prostate cancer (mCRPC)who are treatedwith docetaxel.We evaluated the
efficacy and safety of docetaxel as first-line chemotherapy for patientswithmCRPCwhowere treated in our
institution.

Materials and Methods We retrospectively identified patients with mCRPC and a Karnosfky performance
status of 60% or greater treated with docetaxel on any schedule as first-line chemotherapy between 2008
and 2013. The primary end point was a comparison of median overall survival (OS) according to age in this
population. Secondary end points were comparisons of the rates of severe toxicities, prostate-specific
antigen (PSA) decline of 50% or greater, and time to progression (TTP). Results were stratified by
three age groups: younger than 65 years, 65 to 74 years, and 75 years or older.

Results Among the 197 patients included, 68 (34%) were younger than 65 years, 85 (43%) were 65 to 74
years, and 44 (22%) were 75 years or older. The mean number of comorbidities was not different among
groups (1.19 v 1.32 v 1.43; P = .54). Patients younger than 65 years received a higher cumulative dose of
docetaxel (450 mg/m2 v 382 mg/m2 v 300 mg/m2; P = .004). The rates of PSA decline of 50% or greater
(41% v 47% v 36.4%; P = .51) and the median TTP (5.13 v 5.13 v 4.7 months; P = .15) were comparable
amongall groups. ThemedianOSwas longer in thegroupof patients younger thanage65years (19.6 v12.4
v 12.3 months; P = .012). Rates of any grade 3 or higher adverse event were not different among groups
(63.2% v 71.8% v 54.5%; P = .14).

Conclusion Administration of docetaxel in elderly patients who had good performance status was well
tolerated. Rates of PSA decline and TTP were similar to those of younger patients, but median survival was
lower.
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INTRODUCTION

Prostate cancer is the second leading cause of
cancer-related death in men and is amajor health
problem worldwide, with estimated more than
220,000 new occurrences in the United States
in 2015.1 The main known risk factor related to
prostate cancer is age: roughly 62% of new oc-
currences worldwide are diagnosed in men older
than 65 years.2

The standard initial treatment of metastatic pros-
tate cancer since the 1940s has been androgen-
deprivation therapy (ADT), which usually leads to
disease control for approximately 18 to 24months
in the setting of castration levels of testosterone.3

Recently,however, itwasshownthatdocetaxeladded
toADTforpatientswithmetastaticcastration-sensitive
disease significantly increases survival, especially in

patients with high-volumedisease.4-6 Althoughmany
nonchemotherapy agents have emerged as new
treatment options for these patients, most patients
with metastatic castration-resistant prostate cancer
(mCRPC) at some point will be candidates for che-
motherapy to improve symptoms related to progres-
sive disease. Docetaxel was the first chemotherapy
agent todemonstrateanoverallsurvival (OS)benefit in
this scenario.7,8

Chemotherapy safety and tolerability, however,
are concerns, because most patients are elderly
and many have comorbidities.8 Limited evidence
exists to guide treatment decisions in older patients.
Some international societies have published clinical
guidelines to facilitate patient selection and treat-
ment approach.9 However, they are not routinely
used in clinical practice.
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The aim of this study was to evaluate the efficacy,
safety, and toxicities attributable to docetaxel in
the elderly population compared with younger
patients with mCRPC who were treated at our
center. We hypothesized that older patients
might experience worse OS and a poorer safety
profile than younger patients in this retrospective
analysis.

MATERIALS AND METHODS

Patients

This study is a retrospective analysis of patients
with mCRPC treated at Instituto do Cancer do
Estado de S~ao Paulo, Brazil. We included in this
analysis patients who initiated docetaxel as first-
line chemotherapy at our institution between June
2008 and October 2013 with the following eligi-
bility criteria: (1) disease progression in the setting
of surgical or chemical castrationon thebasis of an
increasing PSA (defined as two consecutive in-
creases in PSA value at least 2 weeks apart from
each other) or radiographic evidence of disease
progression in soft tissue or bone with or without
disease progression on the basis of the PSA value
or symptoms attributable to prostate cancer me-
tastasis; (2) Karnofsky performance status (KPS)
of 60% or greater; and (3) adequate bonemarrow
function (hemoglobin . 8.5 g/dL; absolute neu-
trophil count . 1,000/mm3; platelet count
. 100,000/mm3). There was no upper age limit
for inclusion. We excluded patients for the follow-
ing reasons: (1) treatment in study protocols; (2)
poor performance status (KPS , 60%); (3) de-
livery of initial chemotherapy cycle as inpatient or
at another institution; or (4) receipt of any other
chemotherapy agents before docetaxel. Comor-
bidity data were obtained from patient charts, as
documented by the attending physician. Institu-
tional review board and ethics committee ap-
provals were given to conduct this retrospective
analysis.

Treatment, Assessment, and Outcomes

Patients—including those patients who started
with a standarddose or a reduceddosebecause of
older age, performance status, or other factors—
received treatment schedules and doses accord-
ing to physician choice. Also, some patients who
started with an alternative lower dose went on to
receive the full dose after first or second cycles
if well tolerated. Treatment was maintained
until progressive disease occurred; progressive
disease was defined as worsening symptoms,
PSA increase of more than 25% above the
nadir, new radiologic lesions, increase in lesion

size, maximum treatment benefit, or treatment-
limiting toxicity.

The primary end point was OS, which was defined
as the time from the start of therapy (docetaxel) to
death as a result of any cause. Secondary end
points were rate of PSA decline of 50% or greater;
rate of grade3orgreater adverseevents (AEs); and
time toprogression (TTP), definedas the time from
docetaxel initiation to progressive disease. Stable
disease according to PSA values was defined as a
PSA decline of less than 30% or a PSA increase of
no more than 25% above the nadir. Progressive
disease according to PSA values was defined as a
PSA increase of greater than25%above the nadir.
Progressive disease also was considered in pa-
tientswhohaddocumentednewsites of diseaseor
worsening bone pain.

Safety outcomes included the numbers and pro-
portion of patients who experienced AEs of grade 3
or higher. We retrospectively assessed AEs and
assigned grade levels on the basis of the National
Cancer Institute Common Terminology Criteria for
Adverse Events (CTCAE), version 3.0.

All patientswithout previous orchiectomy received
continuous luteinizing hormone–releasing hor-
mone agonist (goserelin) every 3months andwere
monitored for castration levels of testosterone.
Patients underwent clinical and laboratory evalu-
ation, which included complete blood cell counts,
blood chemistry, and PSA levels; evaluation usu-
ally occurred before the next chemotherapy cycle
(every 3 weeks).

The endocrine therapies available for use within
our institution consisted of bicalutamide, fluta-
mide, diethylstilbestrol, ketoconazole, dexametha-
sone, or prednisone. None of the patients included
in this analysis received abiraterone or enzalu-
tamide before or after docetaxel chemother-
apy, because these drugs were not available
at our center for routine use during the study
period.

Statistics

Baseline demographics and clinical characteris-
tics were summarized with descriptive statistics.
Our analysis was based on three age groups:
younger than65years,65 to74years,and75years
or older. Age groups were chosen on the basis of
commonly used age strata in published literature.
PSA responses and AEs were reported as relative
rates. The categoric parameters were compared
with the two-sided Pearson x2 test or Fisher’s exact
test, as appropriate. Continuous variables were
analyzed by applying the analysis of variance for
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comparison of normally distributed variables and
the Kruskal-Wallis test for non-normally distributed
ones. Time-to-event variableswere calculated from
the start of therapy with docetaxel according to
the Kaplan-Meier method and were compared by
means of the log-rank test. We used Cox propor-
tional hazard regressionmodels to estimate hazard
ratios and to investigate whether the effect of age
groupwasmodifiedbyadjustments for the following
covariates: site of metastasis, best PSA response,
Gleason score, KPS, comorbidities, and initial che-
motherapy dose. We calculated hazard ratios
and 95% CIs for OS and TTP with Cox propor-
tional hazards regression. All tests were two sided,
and a P value of less than .05 was considered
statistically significant. SPSS software (version
20.0; SPSS, Chicago, IL) was used for statistical
analyses.

RESULTS

Patients

Between June 2008 andOctober 2013, among all
patients who received docetaxel at our institution
for prostate cancer, 197 men fulfilled the criteria
for this analysis (Fig 1). In the overall population,
68 men (34%) were younger than 65 years, 85
(43%)wereage65 to74years, and44 (22%)were
75 years or older. The median age was 70 years.
Themajority ofpatients (72%)hadaKPSof80%to
100%. Only 22% of patients younger than age 65
years had a KPS of 60% to 70% compared with
32.9% of those who were age 65 to 74 years and
25%of those whowere 75 years or older (P= .29).
Patient demographic and clinical characteristics
are listed in Table 1.

There was a trend toward a higher number of
comorbidities in those age 75 years or older com-
paredwith those age 65 to 74 years andwith those
younger than 65 years (mean of number of comor-
bidities, 1.19 v 1.32 v 1.43, respectively; P = .54).
The majority of patients in the study had bone
disease (n = 164; 83%), and its occurrence was
well balanced across all age groups (83.6% v
85.4% v 86.4% for groups younger than 65 years,
65 to 74 years, and 75 years or older, respectively;
P = .12). There was a trend toward a lower in-
cidence of visceral metastasis in the older group
(75 years or older), which was not statistically
significant (10.4% v 12.2% v 2.3% for groups
younger than 65 years, 65 to 74 years, and
75 years or older, respectively; P = .12).

Patients age 65 to 74 years had higher PSA values
atbaseline thanpatients inother agegroups (117v
459 v 207 ng/mL for groups younger than 65
years, 65 to 74 years, and 75 years or older,
respectively; P = .037). Patients 75 years or older
received less palliative radiotherapy (48.5% v
43.5% v 18.2% for groups younger than 65 years,
65 to 74 years, and 75 years or older, respectively;
P = .004), and patients younger than 65 years
weremore likely to use opioid drugs (70% v58.3%
v 45.5% for groups younger than 65 years, 65 to
74 years, and 75 years or older, respectively;
P = .028) before initiation of docetaxel. In the
study population, 173patients (87%)usedat least
two hormonal lines of treatment, and at least
91 patients (46%) used three or more endocrine
therapies. There was no difference in the mean
number of previous endocrine lines used before
docetaxel among the three age groups (P = .51;
Table 1).

Treatment Patterns

In general, most patients (73%) started treatment
with docetaxel 75 mg/m2 on an every-3-week
schedule. However, only 50% of patients age
75 years or older started with the standard dose,
whereas 73% of patients age 65 to 74 years and
88% of patients younger than 65 years initiated
with the full dose. The proportions of conversion
from the full dose (ie, 75 mg/m2) to alternative
regimenswere28.3%,27.4%,and50% for groups
younger than65years, 65 to74 years, and75years
or older, respectively (P= .12; Appendix Table A1).
The median number of cycles per patient among
all groups was six (range, one to 13 cycles). The
cumulative dose, however, was different among
groups. Patients younger than 65 years had a
higher median cumulative dose than others
(450mg/m2 v 382mg/m2 v 300mg/m2 for groups

Received a prescription of
docetaxel in our institution between

2008 and 2013
(N = 280)

Excluded
Chemotherapy as
  inpatients
  KPS < 60%
Second-line docetaxel
Clinical trial participation
Concomitant primary
  tumors
Docetaxel + carboplatin
No chemotherapy
Treated at another
  institution
Missing information

(n = 83)
(n = 7)

(n = 24)
(n = 17)
(n = 10)
(n = 3)

(n = 2)
(n = 4)
(n = 1)

(n = 12)

First-line docetaxel
(n = 197)

Adapted regimens of docetaxel  (n = 54):
< 65 years                                          (n = 8)
65-74 years                                    (n = 23)

Full-dose docetaxel (75 mg/m2
; n = 143):

< 65 years
65-74 years

(n = 60)
(n = 62)

≥ 75 years (n = 22) ≥ 75 years  (n = 22)

Fig 1. Flow chart. A total
of 280 patients were
identified initially; 83 were
excluded on the basis of
exclusion criteria
(inpatients when received
chemotherapy [n = 7];
Eastern Cooperative
Oncology Group
performance status . 2
[n = 24]; received
a previous chemotherapy
regimen [n = 17]; received
docetaxel as part of a study
protocol [n = 10]; another
concomitant primary tumor
[n = 3]; received docetaxel
combined with carboplatin
[n = 2]; did not receive any
chemotherapy [n = 4];
received the treatment at
another institution [n = 1];
or did not have enough
information on charts
[n = 12]). KPS, Karnofsky
performance status.
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younger than 65 years, 65 to 74 years, and 75
years or older, respectively; P = .004).

Among all groups, the main reason for treatment
discontinuation was disease progression (45%),
followed by toxicity (28%) and treatment comple-
tion (18%). Although older patients (75 years or
older) discontinued treatment because of toxicity
more often than patients in other groups (36.4%
v 33% v 19% for groups age 75 years or older, 65
to 74 years, and younger than 65 years, respec-
tively), this difference was not statistically signifi-
cant (P = .32).

Efficacy

At the time of analysis (April 2015), 190 patients
had discontinued treatment, 140 had died, and
three were lost to follow-up. Themedian follow-up
time after treatment initiation was 14.6 months.

The rates of PSA decrease of 50% or greater were
41%, 47%, and 36.4% for groups younger than
65 years, 65 to 74 years, and 75 years or older,
respectively (P = .51). The median TTP was

5.13 months (range, 4.14 to 6.1 months) for
patients younger than 65 years, 5.13 months
(range, 3.6 to 6.6 months) for patients age 65 to
74years,and4.7months(range,3.7to5.7months)
for patients age 75 years or older. Results of age-
group comparisons were as follows: for 65 to
74yearsversusyounger than65years, theadjusted
hazard ratio (HR) was 0.62 (95%CI, 0.40 to 0.97);
for75yearsandolderversusyounger than65years,
the adjusted HR was 0.75 (95% CI, 0.43 to 1.28);
and for75yearsandolder versus65 to74years, the
adjusted HR was 1.20 (95% CI, 0.71 to 2.02; log-
rank P = .15; Fig 2).

The median OS times were 19.6 months (range,
15.1 to 24.1 months), 12.4 months (range, 9.0 to
15.9 months), and 12.3 months (range, 6.0 to
18.0months) forgroupsyounger than65years,65
to 74 years, and 75 years or older (P = .012). The
median OS for the whole cohort was 15.6 months
(Appendix Fig A1). Results of age-group compar-
isons were as follows: for 65 to 74 years versus
younger than 65 years, the adjusted HR was 1.77

Table 1. Patient Characteristics Stratified by Age

Characteristic

Age Group

P< 65 Years (n = 68) 65-74 Years (n = 85) > 75 Years (n = 44)

No. (%) by KPS, % .29

80-100 53 (77.9) 57 (67.1) 33 (75)

60-70 15 (22.1) 28 (32.9) 11 (25)

Mean No. of comorbidities 1.19 1.32 1.43 .54

No. (%) by Gleason score .16

< 7 18 (26.5) 28 (32.9) 18 (40.9)

8-10 43 (63.2) 55 (64.7) 23 (52.3)

Not available 7 (10.3) 2 (2.4) 3 (6.8)

Median (range) PSA 117.0 (16.0-755) 459.0 (11.5-4,099.0) 207.0 (11.5-4,099.0) .037

No. (%) by disease site .12

Lymph node only 4 (6.0) 2 (2.43) 5 (11.4)

Bone 56 (83.6) 70 (85.4) 38 (86.4)

Any visceral 7 (10.4) 10 (12.2) 1 (2.3)

Missing 1 3 0

Mean previous endocrine lines of
treatment

2.46 2.36 2.53 .51

No. (%) with previous radiotherapy 33 (48.5) 37 (43.5) 8 (18.2) .004

No. (%) with opioid analgesic use 48 (70.6) 49 (58.3) 20 (45.5) .028

No. (%) by initial dose, mg/m2 60 (88) 62 (73) 22 (50) , .001

75 7 (10.3) 19 (22.4) 18 (41)

60 1 (1.5) 4 (5) 4 (9)

Other schedule

Abbreviations: KPS, Karnofsky performance status; PSA, prostate-specific antigen.
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(95% CI, 1.06 to 2.93); for 75 years and older
versus younger than 65 years, the adjusted HR
was 1.15 (95% CI, 0.62 to 2.13); and for 75 years
and older versus 65 to 74 years, the adjusted HR
was 0.65 (95% CI, 0.37 to 1.14; log-rank P = .10;
Fig 3).

Toxicity

AEs grades 3 or 4 were common across all age
groups,mostly as a result of hematologic toxicities.
Only grade 3 or greater AEs were reported
(Table 2). Although those patients age 75 years
or older developed grade 3 or greater AEs less
often in general (54.5% v 71.8 v 63.8 for ages
75 years or older, 65 to 74 years, or younger than
65 years, respectively), this difference was not
statistically significant (P = .14). However, signif-
icant differences were observed for specific toxic-
ities. Patients age 75 years or older developed
anemia (17.6 v 22.4 v 11.4% for groups younger
than 65 years, 65 to 74 years, and 75 years or
older, respectively;P= .008), neutropenia (48.5%
v56.5%v25.0%forgroupsyounger than65years,
65 to 74 years, and 75 years or older, respectively;
P = .011), and febrile neutropenia (5.9% v 15.3%
v 2.3% for groups younger than 65 years, 65 to
74 years, and 75 years or older, respectively;
P = .034) less often. All other AEs were not sig-
nificantly different among age groups.

DISCUSSION

Because many patients with mCRPC are often
older, the importance of age on tolerability and
efficacy of chemotherapy-based treatment is of
major concern.10Todate, there is scarceevidence

on which to base treatment decisions for older
patients with prostate cancer, because this group
is underrepresented in clinical trials.11,12 Further-
more, the heterogeneity of the aging process con-
tributes to thecomplexity of treatment decisions.10

In clinical practice, treatment decisions often are
made on the basis of chronologic age. Thus, we
have an unmet need to better select appropriate
treatment for elderly or frail patients.13

Since 2004, docetaxel-based treatment has been
shown to improve survival compared with other
regimens and has become the standard first-line
chemotherapy in mCRPC.7,8 In the TAX 327 trial,
docetaxel given in an every-3-week schedule was
associatedwith better survival thanweekly admin-
istration of either docetaxel ormitoxantrone. In this
trial, both every-3-week and weekly docetaxel
schedules were significantly associated with im-
provement in quality of life and PSA response, but
increased OS was seen only in the every-3-week
schedule.8 In the Southwest Oncology Group trial,
which compared docetaxel and estramustine with
mitoxantrone, docetaxel was associated with in-
creases in OS, progression-free survival, and rates
of PSA decline.7

Even in fit elderly men, docetaxel administered
every 3 weeks is the preferable treatment option,
becauseweekly administrationwasnot associated
with increased survival and did not have better
tolerance according to the results of several stud-
ies, which also demonstrated that the improve-
ment in OS was independent of age.8,10,14 In the
TAX 327 trial, weekly docetaxel showed the same
rates of grade 3 and 4 toxicities. Italiano et al15

showed that the weekly schedule was poorly tol-
erated by frail patients. However, independent of
the schedule used, evidence suggests that older
men (age 75 years or older) and those who re-
ceived previous radiotherapy for localized disease
are more prone to have adverse events16 and
therefore should be monitored closely for
toxicity.10,14,17

In this study, except for the median baseline PSA
value, the previous use of radiotherapy, and opioid
use before chemotherapy initiation, older patients
did not differ significantly from other age groups in
baseline characteristics, such as performance
status, disease burden, and even the number of
comorbidities. These data only confirm the usual
selection of therapies made on the basis of phy-
sician perceptions about patient tolerability, espe-
cially when therapies are administered outside
clinical trials, which often is the case for patients
older than age 75 years.
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Despite baseline characteristics similar to those of
other age groups, only 50% of older patients re-
ceived standard docetaxel doses (75 mg/m2) at
initiation of treatment. This probably was due to
the perception of frailty of elderly patients by the
treatingphysicians,althoughthespecific reasons for
dose reductionwerenot reported inpatient charts. It
is also possible that adapted regimens were chosen
according to physician discretion, which again re-
flected physician worries about patient tolerance;
thismayhavebeenbasedsolelyonchronologicage.

Geriatric risk assessment is a crucial step to select
fit older patients to receive chemotherapy.17,18

The International Society of Geriatric Oncology
issued a guideline to recommend treatment

according to general health status but not
age.17 Elderly patients should be given the same
treatment options as their younger counterparts if
they are clinically fit.9 Those with reversible im-
pairments should be compensated before appro-
priate treatment, whereas those with irreversible
impairments (the really frail ones), should receive
adapted options or best supportive care.9,17,19

Although the OS analysis was adjusted for the
initial chemotherapy dose schedule, OS signifi-
cantly differed among age groups: patients youn-
ger than 65 years had better outcomes than
patients in other age groups (ie, 65 to 74 years
and 75 years or older). This contrasts with results
from other trials that evaluated the efficacy of
docetaxel in patients age 75 years or older com-
pared with younger patients. In a small, random-
ized trial comparing docetaxel in younger and
olderpatients, therewerenodifferences in survival
or PSA response,20 although the sample size was
small (N = 51). In the TAX 327 trial and the
Southwest Oncology Group trial, OS improve-
ments were present irrespective of age.7,8,14 A
pooled analysis of two phase II trials to evaluate
weekly docetaxel in patients age 70 years or older
compared with younger patients showed equiva-
lent results.21 Our results, however, are consistent
with those reported in a retrospective analysis of
patients with mCRPC who were treated in routine
clinical practice with every-3-week docetaxel (the
median survival was 13.6 months)22 and with the
OS reported by Veccia et al18 (ie, 14 months in
patients age 80 years or older treatedwith first-line
docetaxelwhodidnot have access tonewerdrugs,
such as abiraterone, enzalutamide, and cabazi-
taxel). Thus, our findings about OS could not be
attributed to a lower-than-expected survival in
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Table 2. Treatment-Related Grades 3 and 4 Adverse Events and Toxicities

Adverse Event

No. (%) by Age Group

P< 65 Years (n = 68) 65-74 Years (n = 85) > 75 Years (n = 44)

Any event 43 (63.2) 61 (71.8) 24 (54.5) .14

Anemia 12 (17.6) 19 (22.4) 5 (11.4) .008

Neutropenia 33 (48.5) 48 (56.5) 11 (25.0) .011

Febrile neutropenia 4 (5.9) 13 (15.3) 1 (2.3) .034

Thrombocytopenia 2 (2.9) — 1 (2.3) .563

Nausea — 2 (2.4) 2 (4.5) .513

Vomiting — 1 (1.2) — .896

Asthenia 6 (8.8) 11 (12.9) 8 (18.2) .632

Mucositis — 1 (1.2) — .688

Diarrhea 4 (5.9) 6 (7.1) 4 (9.1) .229

Neuropathy 2 (2.9) — — .064

Fig 3. Kaplan-Meier
curves for overall survival
according to age groups.
HR, hazard ratio.
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older patients. Another explanation for the lower
survival is the lower cumulative dose of docetaxel
received by older patients.

In routine practice, the elderly population usually
receives weekly docetaxel with the premise that
it is better tolerated than an every-3-week
schedule.10,13 Although there was a small dif-
ference in toxicities in older men treated with
weekly versus every-3-week docetaxel in the
TAX-327 trial,10,14 other trials suggest that the
weekly regimen is less safe than believed,
mostly because nonhematologic toxicity, such
as diarrhea and fatigue, often leads to treatment
discontinuation.15,23 However, the data from
these studies should be interpreted with caution,
because most patients who received the weekly
schedule had a worse general health status.15

Conversely, as recently reported by Kellokumpu-
Lehtinen et al,24 docetaxel administered on an
every-2-weeks schedule with a dose of 50 mg/m2

was associated with a significantly lower rate of
grades 3 and 4 AEs, so the twice-weekly schedule
would be deemed more appropriate for those less
likely to tolerate the standard doses, such as those
in the elderly population.24Our results showahigh
incidenceof grades3and4hematologic toxicities.
This could be because patients were not treated
ina clinical trial, so the timingof laboratory analysis
was not standardized, and many patients may
have underwent blood collection during the nadir
of chemotherapy instead of right before the next
cycle.Our results also show that older patients had
statistically significant less anemia, neutropenia,
and febrile neutropenia. This could be explained
by the lower cumulative dose they received, which
reflects either a lower tolerability or the more
frequent use of adapted regimens, such asweekly
docetaxel. More important, however, is that the
rates of febrile neutropenia encountered in our
study (5.9% v 15.3% v 2.3% in age groups youn-
ger than 65 years, 65 to 74 years, and 75 years or
older, respectively) were comparable to those
reported by other authors in patients not treated
in clinical trials (10%).22

Interestingly, although older patients (75 years or
older) discontinued treatment because of toxicity
more often than patients in other groups, this
differencewasnot statistically significant. The lack
of statistical significancemaybe a result, in part, of
lower doses received by older adults and of the
small sample size.

This study has inherent limitations because of its
retrospective nature. It includeda small number of
patients older than 75 years old (n = 44), and only
50% of them received full-dose chemotherapy.
Although the number represents real-life data, this
small sample precludes definitive conclusions for
this subgroup. Also, clinical data were extracted
from clinical notes, so this may have led to under-
detection of comorbidities, rates of toxicities, and
accurate performance statuses. Therefore, con-
clusions from this analysis should be made with
caution.

Another interestingpoint for speculation is how the
newer androgen receptor–directed therapies,
suchasabirateroneandenzalutamide,couldhave
interfered with results about survival or toxicities in
the elderly population with mCRPC. Unfortu-
nately, no hypothesis can be made about the
effect, simply because those drugs are not avail-
able in our public system yet.

In summary, our results suggest that, in the real-
world setting, docetaxel continues to be a reason-
able option, which has a good safety profile, in the
elderly population, even if survival may be com-
promised by dose reduction. This compromise is
not necessarily anegativepoint, becausequality of
life at the age of 75 years or older is as important as
survival. We should continue to follow the guide-
lines to better identify the fit elderly patients who,
therefore, can receive full doses to accomplish the
best results, as suggested by evidence-based
medicine. For those unfit patients, finding the best
chemotherapeutic options continues to be an un-
met need.
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APPENDIX

TableA1. ProportionofPatientsWhoSwitchedFromFull-DoseDocetaxel (75mg/m2every3
weeks) to Alternative Regimens in Each Age Group

Regimen Modification

No. (%) of Patients by Age Group

P
< 65 Years
(n = 60)

65-74 Years
(n = 62)

> 75 Years
(n = 22)

No switch from full dose 43 (71.7) 45 (72.6) 11 (50.0) .12

Switch to alternative
regimen

17 (28.3) 17 (27.4) 11 (50.0)
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Fig A1. Kaplan-Meier
curve for overall survival of
the whole cohort (15.6
months).
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