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ABSTRACT

Introduction: Prostate cancer still represents a major cause of morbidity, and still about
20% of men with the disease are diagnosed or will progress to the advanced stage with-
out the possibility of curative treatment. Despite the recent advances in scientific and
technological knowledge and the availability of new therapies, there is still considerable
heterogeneity in the therapeutic approaches for metastatic prostate cancer.

Objectives: This article presents a summary of the I Brazilian Consensus on Advanced
Prostate Cancer, conducted by the Brazilian Society of Urology and Brazilian Society of
Clinical Oncology.

Materials and Methods: Experts were selected by the medical societies involved. Forty
issues regarding controversial issues in advanced disease were previously elaborated. The
panel met for consensus, with a threshold established for 2/3 of the participants.
Results and Conclusions: The treatment of advanced prostate cancer is complex, due to
the existence of a large number of therapies, with different response profiles and toxici-
ties. The panel addressed recommendations on preferred choice of therapies, indicators
that would justify their change, and indicated some strategies for better sequencing
of treatment in order to maximize the potential for disease control with the available
therapeutic arsenal. The lack of consensus on some topics clearly indicates the absence
of strong evidence for some decisions.
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INTRODUCTION

Except for skin cancer, prostate cancer is
the most prevalent malignant neoplasm in men
around the World. In Brazil, the number of esti-
mated new patients diagnosed with prostate can-
cer in 2016 was 61,200, with an estimated risk of
61.82 new patients for every 100,000 men. Every
year 13,000 deaths due to prostate cancer are esti-
mated in Brazil (1).

Although associated with a pattern of in-
dolent disease, mainly when diagnosed during po-
pulation screening, metastatic prostate cancer is
an important public health issue, with high morta-
lity rate and complex treatment. Even when initial
androgen deprivation is efficient, the disease may
inevitably progress to a resistant form. In that
case, disease-related death is high. Also, quality
of life of patients with prostate cancer resistant
to castration (PCRC) is frequently altered due to
symptoms associated to fatigue, bone metastasis
pain, etc.

After a long period of limited therapeu-
tic options (secondary hormonal treatments), over
the last years several clinical studies introduced
new treatments that increased free-progression
survival, global survival and quality of life (2-7).
The better understanding of the role of androgenic
pathway (including intracellular synthesis of an-
drogens and the role of androgenic receptors (AR)
in prostate cancer, and the knowledge that disease
progression remains associated to the activation
of that pathway) was fundamental for the deve-
lopment of new drugs that are able to improve
clinical outcomes. Due to that fact, the term “pros-
tate cancer refractory to hormonal therapy” was
replaced by a more adequate - prostate cancer re-
sistant to castration (PCRC). Also, nowadays there
are two available active cytotoxic drugs that may
have a positive impact on survival of patients, that
would not have had benefits with traditional che-
motherapy (6,8).

In spite of the discussed recent advances,
there is still great heterogeneity of therapeutic ap-
proaches for metastatic prostate cancer. In Brazil,
it must be stressed the delayed inclusion of new
technologies and regional differences related to

access to new drugs and specialists. It is important
to evaluate the possibility to include new thera-
peutic developments in public and private health
services in Brazil. With that in mind, a panel of
Brazilian specialists discussed and proposed a do-
cument with therapeutic recommendations for the
treatment of advanced prostate cancer.

Objective

The present consensus is a co-joint initia-
tive of the Brazilian Society of Clinical Oncology
(BSCO) and Brazilian Society of Urology (SBU).
The objective is to provide guidelines to help cli-
nical decisions by physicians that treat patients
with advanced prostate cancer (mainly urologists,
clinical oncologists and radio-oncologists).

Methodology

Experts were indicated by BSU and BSCO.
Apart from the moderator,18 leading professio-
nals in the field, from different regions of Bra-
zil, were selected. The panel was composed by 8
clinical oncologists, 8 urologists and 2 nuclear
medicine physicians.

The consensus format was adapted by the
model of the St. Gallen Advanced Prostate Can-
cer Consensus Conference (APCCC) 2015 (9).The
items of that consensus were previously turned
into clinically relevant questions and posteriorly
distributed to participants, in order to systema-
tic review and critically analyze the information.
Questions focused on treatment and follow up
of patients with metastatic prostate cancer sen-
sible or resistant to castration. Epidemiologic
data, treatment of localized disease or screening
were not addressed by the consensus. Initially,
60 questions were distributed to a subgroup of 8
selected specialists. A preliminary meeting took
place to select the relevant questions, to discuss
the best format of questions and to validate the
final draft. Also, it was defined which specialists
would be responsible for writing the answers to
each of the questions. Next, 40 selected ques-
tions were formulated to participants, who had a
2-month period of time to critically analyze the
studies on the theme, according to pre-defined
levels of evidences (10).
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The panel of the Brazilian Consensus of Ad-
vanced Prostate Cancer took place in November 4th,
2015, at Rio de Janeiro, Brazil. It was used the Delphi
modified method to obtain the consensus (11). Par-
ticipants agreed to stablish a consensus limit of 2/3
of participants. To each question, it was presented
the existing options followed by panelists vote. In
case the participant thought that he/she did not have
enough experience to vote, or felt unable to pick
up an answer, or presented conflicting interests,
it was chosen the option “does not apply to my
practice/I rather not vote”. Under the guidance of
the moderator, the panel debated all conflicting
data, or when there was no consensus, it was pro-
posed a second vote. In case of maintenance of
lack of consensus, it was made clear in the ma-
nuscript the lack of agreement on the subject. It
was opted to expose in the manuscript all ques-
tions and answers, with the votes and respective
percentages. The manuscript was written based
on the records and meeting minutes, being subse-
quently approved by all participants.

RESULTS

Development of the consensus and panel dis-
cussion

The results of voting with or without con-
sensus are available in the Addendum. Next, we
present the main conclusions of the Brazilian
Consensus of Advanced Prostate Cancer:

Initial hormonal treatment of advanced

prostate cancer sensitive to castration

The development and progression of pros-
tate cancer is highly influenced by the androgenic
pathway. The main objective of hormonal treat-
ment is to lower androgen action in the organism,
avoiding cellular multiplication through signaling
pathways present in sensitive cells. GnRH analo-
gues (monotherapy) are the most used drugs with
that objective as first line of treatment. However,
the existence of other valid modalities of treat-
ment, such as the use of Gn-Rh antagonists, sub-
-capsular orchiectomy or even the association of
testosterone suppression and peripheral anti-an-
drogens were reminded by the panel.

The use of ciproterone acetate was not
indicated by the panel, with 79% of concordan-
ce (Figure-1). Although still widely used, litera-
ture data show worsening of survival of patients
taking ciproterone, alone or combined to andro-
gen suppression (12).

There was consensus on the recommenda-
tion of serum concentration of testosterone below
50 ng/dL for the definition of castration. However,
it was stressed the fact that literature shows a po-
tential clinical benefit to maintain patients with
lower levels (such as 20 ng/dL).

Although with benefits on survival,
some studies suggest that testosterone suppres-
sion in the long follow-up has been associated
to important side effects, along with worsening

Figure 1 - Is there any indication for the use of ciproterone in the treatment of metastatic prostate cancer?

.

7% Yes, in selected patients with
sensitive disease

149 Yes, in selected patients with disease resistant
to castration

719%

No, there is no indication
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of quality of life (13). Patients with well control-
led disease may have some benefit with tempo-
rary withdrawal of hormonal blockage, adopting
an intermittent treatment regimen. However,
randomized studies are controversial in relation
to efficacy and safety of intermittent hormonal
blockage. Based on recent data, 71% of panelists
agreed that intermittent hormonal blockage may
be recommended to asymptomatic patients, with
radiologically confirmed metastasis and with cor-
rect lowering of PSA levels (usually above 90%
and PSA < 4 ng/mL) (Figure-2).

Chemotherapy of prostate cancer sensi-

tive to castration

Two prospective and randomized trials su-
pport the inclusion of docetaxel chemotherapy in
the initial treatment using androgen suppression
in patients with metastatic prostate cancer in a
phase still sensitive to castration: CHAARTED (14)
and STAMPEDE (15).

However, a randomized study failed to de-
monstrate the benefit of early chemotherapy, GE-
TUG-AFU 15 (16). In the CHAARTED study, the in-
clusion of docetaxel in the group of patients with
low volume disease did not demonstrate increase
of median global survival. However, it is impor-
tant to remind that in this group the number of
patients was reduced, and the statistical analysis
was inadequate due to the low number of deaths
observed in that group. Based on the existent stu-

dies, 73% of the members of the panel agreed that
for patients with metastatic prostatic cancer, with
high volume disease, it is recommended the use
of docetaxel associated to androgenic suppression.
The panel considered the criteria adopted by the
CHAARTED study the most adequate to consider
the definition of high volume disease: presence of
visceral disease and/or four or more bone metas-
tasis, at least one outside the pelvic ring and ver-
tebral column.

Local therapy in patients with oligo-me-

tastatic disease

Local treatment of oligo-metastatic or
metastatic disease, using radiotherapy, cryothe-
rapy, HIFU or radical prostatectomy, in addition
to systemic treatment did not show any benefit in
relation to single systemic treatment in control-
led prospective or randomized studies, with good
levels of evidence; however, recent studies have
demonstrated benefit on survival and quality of
life in a subgroup of patients with minimum me-
tastatic disease submitted to radical prostatectomy
or radiotherapy. However, there was consensus on
the fact that, at the moment, it is not recommended
local treatment of the primary tumor in patients
newly diagnosed with oligo-metastatic disease.

Prostate cancer resistant to castration - MO
The panel agreed unanimously that
confirmed PSA progression and/or radiologic

Figure 2 - Is it recommended to use intermittent androgen deprivation instead of continous androgen suppression in patients

with radiologically documented metastasis that reach adequate PSA lowering?

7%  No, it is not recommended
22% Yes, to the majority of patients

1%

Yes, only in selected patients
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progression of patients under androgenic
suppression define disease resistant to castration,
while patients present serum testosterone in
castration levels. In the absence of detectable
metastasis by image exams, there was a 69%
consensus of panelists that there is no indication
of additional treatment, due to absence of studies
that have shown any relevant benefit.

There was also 81% of agreement that in
patients with biochemical progression and negati-
ve computerized scan of thorax/abdomen + bone
scintigraphy, no other diagnostic method is indi-
cated (Figure-3).

In asymptomatic patients, 69% of pane-
lists agreed to realize periodically image exams in
order to screen for metastasis, and not to wait the
appearance of symptoms. However, it is not possi-
ble to stablish the periodicity of those exams.

Prostate cancer resistant to castration

with metastasis (PCRCm)

There is a significant heterogeneity of
prostate cancer among individuals and also in the
same patient. In spite of that, there are no reliable
biomarkers at present to define an individual the-
rapy. In most occasions a new biopsy of metasta-
tic lesion for histological exam does not alter the
therapeutic decision and there are no studiesthat
have shown any efficacy with this strategy. With
that in mind, 72% of panelists agreed that it is not
necessary to perform routine biopsy at the site of

metastasis for patients with progressing PCRCm
and with accessible lesions. An exception may be
made for patients with suspicion of evolution to
neuro-endocrine tumor lines, such as those with
very low PSA and development of visceral metas-
tasis.

For control of progression and therapy
response, 94% of panelists agreed on re-staging of
patients with PCRCm before starting a new line of
treatment. PSA progression only, without clinical
worsening or radiological progression, does not
justify change of treatment, what is supported by
889 of panelists.

All members of the panel agreed on the
control using PSA for treatment response to new
hormonal agents, associated to regular image exa-
ms and clinical evaluation (including analysis of
patients symptoms).

In relation to the best initial treatment
of PCRCm, there are many aspects regarding the
different profiles of patients that potentially are
candidate to chemotherapy or the use of new hor-
monal agents. Gleason score is not recommended
as parameter for evaluation of choice between
chemotherapy or abiraterone/enzulatamide, ac-
cording to 88% of panelists. Also, the duration of
the response to androgen suppression, the presen-
ce of visceral metastasis and the presence or not of
symptoms were not considered adequate criteria
for the choice between chemotherapy or abirate-
rone/enzalutamide.

Figure 3 - In patients with biochemical progression and negative scintigraphy and computorized tomography, which other

y \
- \

diagnostic method should be used?

0%  Whole-hody magnetic resonance
0%  PET-CT fluoride

6%  Magnetic resonance of axial skeleton
0% FDG-PET-CT

13% PET-CT colin

81%

No additional method




IBJU | FIRST BRAZILIAN CONSENSUS OF ADVANCED PROSTATE CANCER

In asymptomatic or slightly symptomatic
patients, the panel remained divided without con-
sensus when asked if they would recommend the
use of docetaxel as first line of treatment in cases
where abiraterone/enzalutamide was available.
However, when asked if they would recommend
the use of abiraterone/enzalutamide in that same
population, the consensus reached 88% to indica-
te the drugs if all options were available, inclu-
ding the drug docetaxel.

In symptomatic patients, there was con-
sensus of 88% of panelists that, if available, it
would be recommended the use of abiraterone/
enzalutamide as first line of treatment for that
population of patients associated to androgenic
suppression. In addition, there was an 88% agre-
ement forthe eventual recommendation of the use
of chemotherapy with docetaxel as first line of
treatment for patients with symptomatic PCRCm
associated to androgenic suppression with GnRH
analogues.

For new agents that act on the hormonal
axis, there was 949% of agreement of panelists that
the order of use (initially abiraterone or enzaluta-
mide) doesn’t matter in the treatment of patients
with PCRCm.

Initially, the panel was divided but after
discussion reached 85% of agreement with the
possibility of re-treatment with docetaxel of selec-
ted patients, even in scenarios without restrict ac-
cess to other options of treatments. Patients with
good initial response to docetaxel, with good tole-
rability and delayed progression, would be better
candidates to re-treatment (Figure-4).

Bone therapy in metastatic prostate cancer

Zoledronic acid and more recently denosu-
mabe are usually used to reduce the risk of bone
fractures in patients with PCRCm. Although denosu-
mabe had shown superior reduction of severe bone
accidents in relation to zolendronate, it was not ob-
served increase of survival (17); both medications are
adequate and may be used. The panel agreed 100%
in recommend the use of osteolysis inhibitors in pa-
tients with PCRCm and bone metastasis. And also
agreed 100%to not recommend the use of osteolysis
inhibitors to prevent bone fractures in patients with
disease sensitive to castration with bone metastasis.

Ninety-three percent of panelists agreed
that Radium-223 may be used, when available, in
patients with PCRCm and symptomatic bone metas-
tasis without visceral metastasis, in patients alrea-
dy treated with docetaxel or not. In asymptomatic
patients, the panel does not recommend (94%) the
use of Radium-223. In exceptional situations, it may
be used radio-pharmaceutics such as those that emit
beta particles (samarium/strontium) when the objec-
tive is to lower bone pain. These therapies are asso-
ciated to pain improvement in 40-95% of patients
(18). A consensus of 82% was reached that sama-
rium and strontium may also be used as palliatives
to treat bone pain in selected patients.

Sequencing of therapies in metastatic
prostate cancer resistant to castration
(PCRCm)

According to randomized studies using
abiraterone (COU-AA-301 and COU-AA-302) (4,

Figure 4 - In an environment without any restrict access to other therapeutic options, is there indication of re-treatment with

docetaxel?
15% No
85% VYes, in selected patients
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5) or enzalutamide (AFFIRM and PREVAIL) (2, 3),
10 to 30% of patients show progression of radio-
logical or clinical disease at first evaluation of res-
ponse. These patients are considered primarily re-
fractory to these new hormonal agents and should
be spared of an inadequate treatment if there was
any biomarker that could predict response. AR-
V7 is an androgen-receptor variant that lost the
site of attachment to androgen and remains acti-
ve regardless stimulation by androgens. In conse-
quence, the new hormonal agents abiraterone and
enzalutamide would fail to control those patients’
disease (19). However, the methodology to detect
AR-V7 in circulating tumor cells is very difficult
and not commercially available. Due to the diffi-
culty of methodology to detect this kind of bio-
marker described in the studies, 93% of panelists
agreed that currently there is no indication for the
use of biomarkers like AR-V7 for decision betwe-
en abiraterone/enzalutamide or chemotherapy.

In relation to sequencing of treatments, it
was agreed that the time to response to docetaxel
should not be considered when choosing subse-
quent treatments. The panel also recommended
the use of cabazitaxel for patients with PCRCm
after sequence of treatment with abiraterone/en-
zalutaide and docetaxel.

Unanimously, the panel considered that
abiraterone, enzalutamide, cabazitaxel and Ra-
dium-223 may be used in patients with response
to docetaxel and with progression of disease in
less than three months following suspension of
docetaxel.

CONCLUSIONS

This consensus was proposed to provide
valuable information for treatment guidance and
use of current knowledge of scientific literature in
Brazilian reality.

The treatment of patients with advanced
prostate cancer is complex, due the existence of
several different therapies, with different response
and toxicity profiles. It should be pointed out that
not always there are enough evidence to compare
them. The choice of therapies may be individuali-
zed depending on specific clinical characteristics
of each patient and some may be preferable.

The panel indicated recommendations re-
garding preferential choice of therapies, guideli-
nes to justify their change and some strategies for
sequencing of treatments, in order to maximize
the control of the disease with the available drugs.

The lack of consensus in some topics cle-
arly indicates the lack of strong evidences for
some decision making.

In the proposal of recommendations, it
was considered the potential benefits, the availa-
bility of drugs in Brazil, the costs and the side
effects and involved risks.

These guidelines must be regarded as
orientations. It is important to have in mind that
the use of these recommendations does not war-
rant an adequate clinical disclosure for all pa-
tients. Final judgement on which clinical proce-
dure or treatment plan of a specific patient must
be made by the physician according to discussion
of options with the patient, to the diagnosis and
available therapeutic options. However, it is re-
commended that significant different approaches
during clinical practice in relation to these guide-
lines must be justified and their reason correctly
documented.
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