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Purpose

This clinical practice guideline addresses abiraterone or docetaxel with androgen-deprivation therapy
(ADT) for metastatic prostate cancer that has not been treated (or has been minimally treated) with
testosterone-lowering agents.

Methods

Standard therapy for newly diagnosed metastatic prostate cancer has been ADT alone. Three
studies have compared ADT alone with ADT and docetaxel, and two studies have compared ADT
alone with ADT and abiraterone.

Results

Three prospective randomized studies (GETUG-AFU 15, STAMPEDE, and CHAARTED) examined
overall survival (OS) with adding docetaxel to ADT. STAMPEDE and CHAARTED favored docetaxel
(hazard ratio [HR], 0.78; 95% CI, 0.66 t0 0.93; n = 2,962 and HR, 0.73; 95% CI, 0.59 t0 0.89; n = 790,
respectively). GETUG-AFU 15 was negative. LATITUDE and STAMPEDE examined the impact on
OS of adding abiraterone (with prednisone or prednisolone) to ADT. LATITUDE and STAMPEDE
favored abiraterone (HR, 0.62; 95% Cl, 0.51 t0 0.76; n = 1,199 and HR, 0.63; 95% ClI, 0.52 to 0.76;
n = 1,917, respectively).

Recommendations

ADT plus docetaxel or abiraterone in newly diagnosed metastatic non-castrate prostate cancer
offers a survival benefit as compared with ADT alone. The strongest evidence of benefit with
docetaxel is in men with de novo high-volume (CHAARTED criteria) metastatic disease. Similar
survival benefits are seen using abiraterone acetate in high-risk patients (LATITUDE criteria) and in
the metastatic population in STAMPEDE. ADT plus abiraterone and ADT plus docetaxel have not
been compared, and it is not known if some men benefit more from one regimen as opposed to the
other. Fitness for chemotherapy, patient comorbidities, toxicity profiles, quality of life, drug avail-
ability, and cost should be considered in this decision. Additional information is available at www.
asco.org/genitourinary-cancer-guidelines.

J Clin Oncol 36:1521-15639. © 2018 by American Society of Clinical Oncology

are considered to have “clinical metastatic: non-
castrate” disease by Prostate Cancer Working
Groups 2 and 3,>” provided that they have non-

Prostate cancer is the most commonly diagnosed
cancer in men, representing 19% of all newly
reported cases (estimated new cases in 2017,
n=161,360)." It is responsible for 8% of all deaths
resulting from cancer in men (estimated deaths
in 2017, n = 26,730)." Patients who have newly
diagnosed radiographically evident metastatic
disease, either as part of a de novo diagnosis of
prostate cancer or as a manifestation of disease
progression through earlier clinical disease states,

castrate testosterone levels (> 50 ng/dL). These
patients may or may not have received limited
courses of androgen-deprivation therapy (ADT)
for earlier clinical states. Historically, standard
treatment of metastatic non-castrate disease
has been ADT until progression, at which time
patients are described as having metastatic
castration-resistant prostate cancer (mCRPC),
and ADT is then continued with additional treat-
ments offered.*
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Guideline Question

Is there an overall survival (OS) advantage associated with the addition of docetaxel or abiraterone to androgen-deprivation therapy
(ADT) in men with metastatic non-castrate prostate cancer? Other outcomes of interest include progression-free survival (PES),
failure-free survival (FFS), PSA response, overall response rate, and quality of life (QOL).

Target Population
Men with metastatic non-castrate prostate cancer being considered for treatment with ADT.

Target Audience
Urologists, radiation oncologists, medical oncologists, physician assistants, nurse practitioners, and other allied health professionals.

Methods
An Expert Panel was convened to develop clinical practice guideline recommendations based on a systematic review of the medical
literature.

Key Recommendations
e Docetaxel and abiraterone are two separate standards of care (SOCs) for metastatic non-castrate prostate cancer. The use of
both standards in combination or in series has not been assessed and therefore cannot be recommended (Type: evidence
based, benefits/harms ratio unknown; Evidence quality: no evidence available; Strength of recommendation: strong).

ADT Plus Docetaxel
 For men with metastatic non-castrate prostate cancer with high-volume disease (HVD) per CHAARTED who are candidates
for treatment with chemotherapy, the addition of docetaxel to ADT should be offered (Type: evidence based, benefits
outweigh harms; Evidence quality: high; Strength of recommendation: strong for patients with HVD as per CHAARTED).

o For patients with low-volume disease (LVD) per CHAARTED who are candidates for chemotherapy, docetaxel plus ADT
may be offered (Type: evidence based, benefits outweigh harms; Evidence quality: high; Strength of recommendation:
moderate for patients with LVD as per CHAARTED).

« The appropriate regimen of docetaxel is six doses of docetaxel administered every 3 weeks at 75 mg/m? either alone (per
CHAARTED) or with prednisolone (per STAMPEDE) (Type: evidence based, benefits outweigh harms; Evidence quality:
high; Strength of recommendation: strong).

ADT Plus Abiraterone
o For men with high-risk de novo metastatic non-castrate prostate cancer, the addition of abiraterone to ADT should be
offered per LATITUDE (Type: evidence based, benefits outweigh harms; Evidence quality: high; Strength of
recommendation: strong for patients with high-risk disease per LATITUDE).

o For men with lower-risk de novo metastatic non-castrate prostate cancer, abiraterone may be offered per STAMPEDE (Type:
evidence based, benefits outweigh harms; Evidence quality: high; Strength of recommendation: moderate for patients with
lower-risk disease per STAMPEDE).

o The appropriate regimen is abiraterone 1,000 mg with either prednisolone or prednisone 5 mg once daily until treatment(s)
for mCRPC are initiated (Type: evidence based, benefits outweigh harms; Evidence quality: high; Strength of
recommendation: strong).

Qualifying Statements
« The strongest evidence of benefit for docetaxel is for those men who were diagnosed with de novo metastatic disease or HVD
per CHAARTED (defined as four or more bone metastases, one or more of which is outside of the spine or pelvis, and/or the
presence of any visceral disease). The criteria are agnostic to the presence or absence of nodal disease.
(continued on following page)




have the opportunity to participate.

Men who do not fit into these categories may be offered docetaxel; however, the strength of the evidence to support an OS
benefit is less compelling for men who do not have de novo metastatic disease and/or who do not meet the HVD criteria. A
subset analysis of CHAARTED did not demonstrate a survival benefit for low-volume disease, and the GETUG-15 trial was
negative.

LATITUDE examined the benefits of abiraterone acetate in newly diagnosed men with metastatic non-castrate disease defined
by high-risk factors associated with a poor prognosis including at least two of the following high-risk factors: a Gleason score
= 8, at least three bone lesions, and presence of measurable visceral disease. STAMPEDE did not include a high risk definition.

The addition of either docetaxel or abiraterone to ADT in men with newly diagnosed metastatic prostate cancer offers
a survival benefit as compared with the use of ADT alone. The strongest evidence of benefit with docetaxel is in men with de
novo metastatic HVD, whereas the data in other patients with metastatic disease are less clear. LATITUDE and STAMPEDE
are mutually supportive for treating high-risk disease with ADT and abiraterone, with only STAMPEDE furnishing evidence
that includes men with lower-risk disease.

In the absence of randomized data comparing the addition of docetaxel versus abiraterone to ADT in men with metastatic
non-castrate disease, additional variables including patient comorbidities, toxicity, QOL considerations, drug availability,
and cost will ultimately need to be taken into consideration.

ASCO believes that cancer clinical trials are vital to inform medical decisions and improve cancer care and that all patients should

Additional resources: More information, including a Data Supplement with additional evidence tables, a Methodology

Supplement with information about evidence quality and strength of recommendations, slide sets, and clinical tools and
resources, is available at www.asco.org/genitourinary-cancer-guidelines. Patient information is available at www.cancer.net.

Reports from three randomized controlled trials (RCTs),
GETUG-AFU 15 (Groupe d’Etude des Tumeurs Uro-Genital—
Association Frangaise d’Urologie; herein, GETUG-15),>° CHAARTED
(Chemohormonal Therapy Versus Androgen Ablation Randomized
Trial for Extensive Disease in Prostate Cancer; ECOG [Eastern Co-
operative Oncology Group] 3805),”'" and STAMPEDE (Systemic
Therapy in Advancing or Metastatic Prostate Cancer: Evaluation of
Drug Efficacy),'"'? have compared standard ADT with ADT plus
concurrent docetaxel for men with metastatic non-castrate disease.
More recently, another RCT, LATITUDE (A Randomized, Double-
blind, Comparative Study of Abiraterone Acetate Plus Low-Dose
Prednisone Plus Androgen Deprivation Therapy [ADT] Versus ADT
Alone in Newly Diagnosed Subjects With High-Risk, Metastatic
Hormone-naive Prostate Cancer [mHNPC]),"® and another arm of
STAMPEDE'? compared standard ADT with ADT plus concurrent
abiraterone (with prednisone or prednisolone; herein, AAP) for men
with metastatic non-castrate disease. There have been no studies
comparing ADT plus docetaxel with AAP in this patient population. To
evaluate the data that these studies have generated, the American
Society of Clinical Oncology (ASCO) formed an Expert Panel (Ap-
pendix Table Al, online only) to assess the implications of the research
and provide clinical recommendations.

This clinical practice guideline addressed the following clinical
question: Is there an overall survival (OS) advantage associated

with the addition of docetaxel or abiraterone to ADT in men with
metastatic non-castrate prostate cancer? Other outcomes of in-
terest include progression-free survival (PES), failure-free survival
(FFS), prostate-specific antigen (PSA) response, objective response
rate, and quality of life (QOL).

Guideline Development Process

This systematic review-based guideline product was developed by
a multidisciplinary Expert Panel, which included a patient representative
and an ASCO guidelines staff with health research methodology expertise.
The Expert Panel met via teleconference and/or Webinar and corresponded
through e-mail. Based upon the consideration of the evidence, the authors
were asked to contribute to the development of the guideline, provide
critical review, and finalize the guideline recommendations. Members
of the Expert Panel were responsible for reviewing and approving the
penultimate version of guideline, which was then circulated for external
review and submitted to Journal of Clinical Oncology (JCO) for editorial
review and consideration for publication. All ASCO guidelines are ulti-
mately reviewed and approved by the Expert Panel and the ASCO Clinical
Practice Guideline Committee prior to publication.

The Expert Panel developed the recommendations using a modified
systematic review process that confirmed all available evidence (com-
prising only phase III RCTs and meta-analyses) had been obtained. Articles
were selected for inclusion based on the following criteria:

® Population: Men with metastatic non-castrate prostate cancer being
considered for treatment with docetaxel or abiraterone in addition to
ADT
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e Evidence: Fully published English-language reports of phase III RCTs
published from 2015 through October 2017, rigorously conducted
systematic reviews, or meta-analyses (see Data Supplement 2 for
criteria)

Articles were excluded from the systematic review if they were: (1)
editorials, commentaries, letters, news articles, case reports, or nar-
rative reviews or (2) published in a non-English language. The guide-
line recommendations are crafted, in part, using the Guidelines Into
Decision Support (GLIDES) methodology and accompanying BRIDGE-
Wiz software.'* In addition, a guideline implementability review is
conducted. Based on the implementability review, revisions were made
to the draft to clarify recommended actions for clinical practice. Rat-
ings for the type and strength of recommendation, evidence, and po-
tential bias are provided with each recommendation (Methodology
Supplement 2).

Detailed information about the methods used to develop this
guideline is available in the Methodology Supplement at www.asco.org/
genitourinary-cancer-guidelines, including an overview (eg, panel com-
position, development process, and revision dates), literature search and
data extraction, the recommendation development process (GLIDES and
BRIDGE-Wiz), and quality assessment.

The ASCO Expert Panel and guidelines staff will work with co-chairs to
determine the need for updating based on formal review of the emerging
literature. This process uses a signals'> approach that is designed to identify
only new, potentially practice-changing data—signals—that might translate
into revised practice recommendations. The approach relies on targeted
routine literature searching and the expertise of ASCO Expert Panel members
to help identify potential signals. The Methodology Supplement (available
at www.asco.org/genitourinary-cancer-guidelines) provides additional in-
formation about the signals approach.

This is the most recent information as of the publication date.
All funding for the administration of the project was provided by
ASCO.

Guideline Disclaimer

The Clinical Practice Guidelines and other guidance published herein
are provided by the American Society of Clinical Oncology, Inc. (ASCO) to
assist providers in clinical decision making. The information herein should
not be relied upon as being complete or accurate, nor should it be con-
sidered as inclusive of all proper treatments or methods of care or as
a statement of the standard of care. With the rapid development of sci-
entific knowledge, new evidence may emerge between the time in-
formation is developed and when it is published or read. The information
is not continually updated and may not reflect the most recent evidence.

The information addresses only the topics specifically identified therein
and is not applicable to other interventions, diseases, or stages of dis-

eases. This information does not mandate any particular course of
medical care. Further, the information is not intended to substitute for
the independent professional judgment of the treating provider, as the
information does not account for individual variation among patients.

Recommendations reflect high, moderate, or low confidence that the

recommendation reflects the net effect of a given course of action. The
use of words like “must,” “must not,” “should,” and “should not” in-
dicates that a course of action is recommended or not recommended for
either most or many patients, but there is latitude for the treating
physician to select other courses of action in individual cases. In all cases,
the selected course of action should be considered by the treating
provider in the context of treating the individual patient. Use of the
information is voluntary. ASCO provides this information on an “as is”
basis and makes no warranty, express or

formation. ASCO specifically disclaims any warranties of merchantability
or fitness for a particular use or purpose. ASCO assumes no re-
sponsibility for any injury or damage to persons or property arising out
of or related to any use of this information, or for any errors or
omissions.

implied, regarding the in-

Guideline and Confflicts of Interest

The Expert Panel was assembled in accordance with ASCO’s Conflict
of Interest Policy Implementation for Clinical Practice Guidelines
(“Policy,” found at http://www.asco.org/rwc). All members of the Expert
Panel completed ASCO’s disclosure form, which requires disclosure of
financial and other interests, including relationships with commercial
entities that are reasonably likely to experience direct regulatory or
commercial impact as a result of promulgation of the guideline. Categories
for disclosure include employment; leadership; stock or other ownership;
honoraria, consulting or advisory role; speaker’s bureau; research funding;
patents, royalties, other intellectual property; expert testimony; travel,
accommodations, expenses; and other relationships. In accordance with
the Policy, the majority of the members of the Expert Panel did not disclose
any relationships constituting a conflict under the Policy.

Reports from four RCTs, GETUG-15,>° CHAARTED (ECOG
3805),”'® STAMPEDE,'""> and LATITUDE," have compared
standard ADT with ADT plus concurrent docetaxel or abiraterone
for men with metastatic non-castrate disease. Two of these trials
(LATITUDE" and STAMPEDE'"?) provided comparative data on
ADT versus AAP, and three trials (GETUG- 15,>° CHAARTED,”°
and STAMPEDE'") provided comparative data on ADT with or
without docetaxel. The Data Supplement provides a description
of each of the included trials, including information on disease
and patient characteristics, previous treatments, comparisons, and
planned accruals.

Trial Overviews

ADT with or without abiraterone. Reports from two trials
(LATITUDE" and STAMPEDE'?) that provided comparative data
on ADT versus ADT with AAP in patients with metastatic non-
castrate prostate cancer were obtained.

The LATITUDE trial reported by Fizazi et al'® included 1,199
M1 patients. Inclusion criteria for this trial included newly di-
agnosed (= 3 months before random assignment), high-risk
disease. High risk was defined as having at least two of the fol-
lowing three factors: Gleason score = 8, at least three bone lesions,
and presence of measurable visceral metastasis. Patients had to have
metastatic non-castrate prostate cancer, confirmed by a positive
bone scan or metastatic lesions by either computed tomography or
magnetic resonance imaging. Patients were required to have ECOG
performance status (PS) of 0 to 2. Exclusion criteria included pre-
vious chemotherapy, radiation therapy, or surgery for metastatic
prostate cancer, although = 3 months of ADT with luteinizing
hormone-releasing hormone analogs or orchiectomy with or with-
out androgen-receptor antagonists before trial intake or one course
of palliative radiation or surgical therapy for symptoms associated
with metastatic disease was allowed. The two primary outcomes of
this trial were OS and radiographic PFS.

The STAMPEDE trial is a multiarm study comparing several
regimens in combination with ADT versus ADT alone. The abir-
aterone data were reported by James et al'?; in the study, 1,917
MO0/M1 patients were randomly assigned to either ADT alone or with
AAP. Inclusion criteria were newly diagnosed and metastatic, node-
positive, or high-risk locally advanced disease or disease that had
been previously treated with radical surgery or radiotherapy and was
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relapsing with high-risk features. Patients with clinically significant
cardiovascular disease were excluded. Of the 1,917 total patients,
those with nonmetastatic disease were excluded from this guideline,
because those patients are beyond its scope. The population for this
guideline includes the 502 M1 patients allocated to the ADT alone
arm and the 500 M1 patients allocated to the AAP arm. The primary
outcome was OS, and the intermediate primary outcome was FFS,
defined as the time to the following forms of treatment failure:
biochemical (PSA) failure; progression of local, lymph node, or
distant metastases; or death resulting from prostate cancer.

ADT with or without docetaxel. Reports from three trials
(GETUG-15,>° CHAARTED,*'* and STAMPEDE'!) comparing
ADT versus ADT plus docetaxel in patients with metastatic non-
castrate prostate cancer were obtained, along with two meta-
analyses'®'” that included the data from these three trials.

The GETUG-15 trial reported by Gravis et al™® included 385 M1
patients. Inclusion criteria for this trial included having metastatic
prostate cancer (histologically confirmed adenocarcinoma and ra-
diologically proven to be metastatic). Previous chemotherapy for
metastatic disease was an exclusion criterion, but ADT for patients
with metastatic disease was allowed if initiated no more than 2 months
before entry. The primary outcome for the GETUG-15 trial was OS.

The CHAARTED trial reported by Sweeney et al* ' included
a total of 790 M1 patients. Inclusion criteria for CHAARTED in-
cluded a pathologic diagnosis of prostate cancer or a clinical pre-
sentation consistent with prostate cancer with an elevated PSA level,
radiologic evidence of metastatic disease, and ECOG PS of 0 to 2.
Prior adjuvant ADT was allowed if the duration of therapy was
= 24 months and progression had occurred more than 12 months
after completion of therapy. Patients who received ADT for metastatic
disease remained eligible if there was no evidence of progression and
treatment had begun no more than 120 days before random as-
signment. The primary outcome for CHAARTED was OS.

The STAMPEDE trial, reported by James et al,"! included a total
of 2,962 patients overall, but only 1,776 were considered in this
guideline (1,184 in the ADT alone arm and 592 in the ADT plus
docetaxel arm). Approximately 39% of the total number of patients
were MO and were excluded from consideration within this guideline.
Inclusion criteria for STAMPEDE were newly diagnosed metastatic,
node-positive, or high-risk locally advanced (at least two of the fol-
lowing high-risk features: T3/4, Gleason score of 8 to 10, and PSA = 40
ng/mL) prostate cancer or previous treatment with radical surgery,
radiotherapy, or both and relapsing with high-risk features. All patients
in STAMPEDE were to receive long-term ADT and remained eligible
for trial entry as long as ADT began no more than 12 weeks before
random assignment. The primary outcome for STAMPEDE was OS.

Demography and Prior Treatment

ADTwith or without abiraterone. In both trials of ADT with or
without abiraterone,'>"” the median age was approximately 67
years. Both the LATITUDE" and STAMPEDE' trials included
patients with predominantly good PS (LATITUDE, ECOG PS 0 to
2; STAMPEDE, WHO 0 to 1). In the LATITUDE trial,' the median
time from gonadotropin-releasing hormone agonist/antagonist to
first dose was 1.08 months, and the median time from the initiation
of ADT to the initiation of abiraterone was 2 months in the
STAMPEDE'” trial.

ADT with or without docetaxel.

For the ADT with or without docetaxel trials, the median age
was approximately 63 vyears in both the GETUG-15 and
CHAARTED trials and 65 years in the STAMPEDE trial. All three
trials included patients with predominantly good PS upon entry
(GETUG-15,” ECOG PS of 0 to 2; CHAARTED,'* ECOG PS of 0 to
1; STAMPEDE,"" WHO 0 to 1). In the GETUG-15 trial, reported by
Gravis et al,”® approximately 50% of all patients started ADT 15 to
60 days before enrollment and the other half started within 15 days.
CHAARTED'” reported 24% of all patients having received prior
radiation therapy, and 24% had undergone a prior prostatectomy. In
the STAMPEDE trial,"" approximately 3% of all patients reported
previous treatment for MO disease; no prior treatment was permitted
for M1 disease. In the STAMPEDE trial,'" patients started ADT at
a median of approximately 40 days before random assignment.

Patient demographic characteristics and information on prior
treatment are listed in Tables 1 and 2, respectively.

Risk of Bias

ADT with or without abiraterone. The LATITUDE" trial re-
ported both industry funding and authorship but was otherwise a well-
reported trial and was deemed to have a moderate risk of bias.
STAMPEDE'? was an open-label trial, performed using the intent-to-
treat principle for all analyses, and was deemed to have a low risk of bias.

ADT with or without docetaxel. The risk-of-bias assessment
found all three trials to have a low risk of bias. All were open-label
trials, so allocation concealment and blinding were not performed.
All of the trials comprised similar groups, used validated measures,
and used intent-to-treat analyses.

Risk of bias is summarized in Table 3.

Outcomes

ADT with or without abiraterone. Primary outcomes of interest
for the LATITUDE'" trial were both OS and radiographic PFS, and
secondary outcomes were as follows: time to next skeletal-related
event (defined as a clinical or pathologic fracture, spinal cord
compression, palliative radiation to bone, or surgery on bone), time
to PSA progression, time to next treatment for prostate cancer, time
to start of chemotherapy, and time to pain progression (defined as an
increase from baseline in the worst pain category on the Brief Pain
Inventory—Short Form of at least 30% as observed at two consecutive
evaluations performed at least 4 weeks apart). In the AAP cohort of
the STAMPEDE trial,'* the primary outcome of interest was OS,
with FES as an intermediate primary outcome. Both studies detected
differences in OS between the AAP-treated patients and the patients
treated with ADT alone. The LATITUDE trial reported a 38% re-
duction in the risk of death (hazard ratio [HR], 0.62; 95% CI, 0.51,
0.76; P < .001), with a median survival of 34.7 months in the ADT
alone arm, whereas in the AAP arm, median survival was not yet
reached. The STAMPEDE trial reported a reduction in the risk of
death of 37% for the overall study population (HR, 0.63; 95% CI,
0.52 to 0.76; P < .001) and 39% in the M1 population (HR, 0.61;
95% CI, 0.49 to 0.75; P < .05). The LATITUDE trial detected
a reduction in the risk for radiographic PFS of 53% (HR, 0.47; 95%
CI, 0.39 to 0.55; P < .001) in favor of the abiraterone arm
(14.8 months with ADT alone v 33 months with AAP), and the
STAMPEDE trial detected a reduction in the risk of FFS of 69%
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Table 3. Quality Assessment
Sufficient Validated and Intention-to- Overall
Adequate Concealed Sample Similar Reliable Adequate Treat Insignificant  Potential Risk
Source Randomization  Allocation Size Groups Blinded Measures Follow-Up Analysis COls of Bias
ADT = abiraterone
Fizazi et al, 20173, + + + + + + NR — Moderate
LATITUDE
2013-2014
James et al, 2017'%; + — + + + + + + Low
STAMPEDE
2011-2014
ADT = docetaxel
James et al, 2016""; + — + + + + + + Low
STAMPEDE
Sweeney et al, + — + + + + + + Low
2015,"° 2016%;
CHAARTED
Gravis et al, 2013,° + — + + + + + + Low
2016° GETUG-15

NOTE. +, criterion met; —, criterion not met.

Abbreviations: CHAARTED, Chemohormonal Therapy Versus Androgen Ablation Randomized Trial for Extensive Disease in Prostate Cancer; COI, conflict of interest;
GETUG-15, Groupe d'Etude des Tumeurs Uro-Genital-Association Francaise d'Urologie; LATITUDE, A Randomized, Double-blind, Comparative Study of Abiraterone
Acetate Plus Low-Dose Prednisone Plus Androgen Deprivation Therapy (ADT) Versus ADT Alone in Newly Diagnosed Subjects With High-Risk, Metastatic Hormone-
naive Prostate Cancer (MHNPC); NR, not reported; STAMPEDE, Systemic Therapy in Advancing or Metastatic Prostate Cancer: Evaluation of Drug Efficacy.

(HR, 0.31; 95% CI, 0.26 to 0.37; P < .05) in the M1 population
(median, 30 months with ADT alone v 43.9 months with AAP). The
LATITUDE trial also demonstrated superiority of AAP over ADT
alone for all secondary end points.

ADT with or without docetaxel. Two ™" of the included trials
detected differences in OS. The GETUG-15 trial> did not detect
a survival difference at a median of 83.9 months of follow-up (for all
patients; HR, 0.88; 95% CI, 0.68 to 1.14; P = .3; median OS, 48.6
months with ADT alone v 62.1 months with ADT plus docetaxel).

In the 2015 publication on the CHAARTED trial reported by
Sweeney et al,'’ a benefit in favor of ADT in combination with docetaxel
was detected (HR, 0.61; 95% CI, 0.47 to 0.80; median survival, 44 v
57.6 months; P < .001) after 28.9 months median follow-up. In
a planned subgroup analysis, chemotherapy prolonged survival in men
with high-volume disease (HVD; HR, 0.60; 95% CI, 0.45 to 0.81; 32.2 v
49.2 months; P < .001). Such a treatment effect was not seen in men
with low-volume disease (LVD), where an HR of 0.60 (95% CI, 0.32 to
1.13; median OS, not reached in either arm; P = .11) was observed
between the patients who received docetaxel and those who did not."
In 2016, an updated report of the CHAARTED trial” was presented.
The addition of docetaxel to ADT continued to have a significant
benefit in median survival compared with ADT alone after 53.7 months
median follow-up (HR, 0.73; 95% CI, 0.59 to 0.89; median survival,
47.2 months with ADT alone; 95% CI, 41.8 to 52.8 v 57.6 months with
ADT plus docetaxel; 95% CI, 52 to 63.9; P = .0018). This benefit was
also detected in a comparison of patients with HVD (HR, 0.63; 95% CI,
0.50 to 0.79; P < .0001; median survival, 34.4 months [95% CI, 30.1 to
42.1] with ADT alone v 51.2 months [95% CI, 45.2 to 58.1] with ADT
plus docetaxel). No OS benefit was found in patients with LVD (HR,
1.04; 95% CI, 0.70 to 1.55; P = .86; median survival, not reached [95%
CI, 59.8 to not reached] with ADT alone v 63.5 months [95% CI, 58.3
to 78.5] with ADT plus docetaxel).

Subgroups in GETUG-15 according to the CHAARTED
criteria (HVD, n = 183; LVD, n = 202) trended in favor of an OS
advantage in the HVD group with docetaxel, but ultimately, these
subgroups were too small for a conclusive comparative analysis.

The STAMPEDE trial detected a median survival benefit in
favor of the addition of docetaxel to ADT compared with ADT alone
(median, 81 v 71 months).!" This was true for the overall study
population that received docetaxel (HR, 0.78; 95% CI, 0.66 to 0.93;
median survival, 81 months; P = .006) and specifically those patients
with metastatic disease who received ADT plus docetaxel (HR, 0.76;
95% CI, 0.62 to 0.92; median survival, 60 months; P = .033).

For biochemical PFS, both trials™'® detected a significant
improvement in the docetaxel arms (GETUG-15: HR, 0.67; P < .001;
12.9 months ADT alone v 22.9 months ADT plus docetaxel and the
2015 publication of the CHAARTED trial'": HR, 0.61; 95% CI, 0.51
to 0.72; P < .001; 11.7 months ADT alone v 20.2 months ADT plus
docetaxel). In the CHAARTED trial, Sweeney et al'® detected a higher
likelihood of achieving a PSA level of less than 0.2 ng per milliliter
at 12 months for men treated with the combination arm (16.8%
ADT alone v 27.7% ADT plus docetaxel; P < .001). For FES, which
was defined as a composite end point including biochemical and
radiographic measures and death, the STAMPEDE trial'" detected
an improvement with docetaxel (HR, 0.61; 95% CI, 0.53 to 0.70;
P <.001; 20 months ADT alone v 37 months ADT plus docetaxel).

Outcomes are summarized in Table 4.

Adverse Events (grade = 3)

ADT with or without abiraterone. In the LATITUDE trial,
serious adverse event rates were similar between the two arms.
Adverse effects that resulted in treatment discontinuation were
10% in the ADT alone arm versus 12% in the AAP arm, and adverse
events that resulted in a dose modification or interruption were
17% in the ADT alone arm versus 32% in the AAP arm. Hyper-
tension and hypokalemia occurred at a higher frequency in the
abiraterone group. For the entire population in the STAMPEDE
trial, the percentage of grade = 3 adverse events was similar in both
arms (ADT alone, 11% v AAP, 15%). Hypertension, increases in
aminotransferase levels, and respiratory disorders were associated
with AAP.
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ADT with or without docetaxel. For hematologic toxicity,
the neutropenia rates in the docetaxel arms of GETUG-15,°
CHAARTED,”'"" and STAMPEDE'" were 32%, 3.1%, and 12%,
respectively, which may be related to actual differences in rates of
neutropenia or reflect variable rates at which patients had their
counts checked between trials. For febrile neutropenia, GETUG-
15° reported 7%, CHAARTED'® reported 3.8%, and STAMPEDE'"!
reported 15% (docetaxel arm). Only the GETUG-15 trial® reported
any incidences of grade 3 or 4 thrombocytopenia, with < 1% being
observed in the docetaxel arm. GETUG-15° and STAMPEDE''
reported on neurologic outcomes, with 2% of patients reporting
sensory neuropathy associated with docetaxel versus none in the
ADTarm (GETUG-15) and 3% of patients reporting nervous system
effects (including peripheral neuropathy) in the docetaxel arm versus
2% in the ADT alone arm (STAMPEDE). For fatigue, GETUG-15°
reported 7% in the docetaxel arm versus none in the ADT arm, and
CHAARTED' reported 4.1% in the docetaxel arm versus none in
the ADT arm. Additionally, Sweeney et al'® reported treatment-
related mortality (TRM) of one of 397 in the ADT plus docetaxel
arm versus none (of 393) in the ADT alone arm, Gravis et al° re-
ported possible TRM of four of 192 in the ADT plus docetaxel arm
versus none (of 193) in the ADT alone arm, and STAMPEDE re-
ported TRM of one of 592 in the ADT plus docetaxel arm
(resulting from neutropenic sepsis) versus none (of 1,184) in the
ADT alone arm.

Adverse events grade = 3 are listed in Table 5.

QoL

ADT with or without abiraterone. In LATITUDE, patients
were assessed by a variety of instruments, including the Brief
Fatigue Inventory, the Functional Assessment of Cancer
Therapy—Prostate (version 4; FACT-P), and the EQ-5D-5L."
There was an advantage to treatment with AAP for pain control
(37% risk reduction for worst pain progression; HR, 0.63; 95% CI,
0.52 to 0.77; P < .0001) and pain interference progression (33%
risk reduction; HR, 0.67; 95% CI, 0.56 to 0.80; P < .0001). In
addition, AAP conferred an improvement in fatigue progression
(35% risk reduction; HR, 0.65; 95% CI, 0.53 to 0.81; P=.0001) and
fatigue interference progression (41% risk reduction; HR, 0.59;
95% CI, 0.47 to 0.75; P < .0001). AAP reduced the risk of health-
related QOL degradation by 15% (HR, 0.85; 95% CI, 0.74 to 0.99;
P =.0322; HR, 0.85; 95% CI, 0.74 to 0.99; P = .0322 per FACT-P).

Health status and health utility scores (EurQoL five-dimension
five-level questionnaire Visual Analog Scale) were also statistically
significantly improved. Reports for QOL data from STAMPEDE
are pending.

ADT with or without docetaxel. For QOL outcomes, both
Patrick-Miller et al” and Sweeney et al’ reported on the CHAARTED
trial using the FACT-P. Patients allocated to the docetaxel arm
reported a decline in scores at 3 months (P = .003), but no
differences were found between baseline and 12 months.” Scores
differed between arms at 3 months (P = .02) and 12 months
(P = .04), with the docetaxel arm being lower than baseline at
3 months. However, at 12 months, patients who had received
docetaxel were found to have significantly higher scores than
those who had not, raising the possibility that not only is there
no durable negative impact on QOL with the addition of

docetaxel, but perhaps there is a benefit.” Gravis et al® reported
on QOL outcomes in the GETUG-15 trial using the European
Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire C30 instrument. In this trial, QOL
measures were not different at baseline, but significant dif-
ferences in favor of the ADT alone arms were detected at
3 months, although when assessed at 1 year, these differences were
absent.
QOL information is listed in Table 6.

Systematic Review With Meta-Analysis

ADT with or without docetaxel. Two systematic reviews
with meta-analyses were also obtained. The first, reported by Vale
et al,'” pooled data from 2,992 men with metastatic disease from
the STAMPEDE, CHAARTED, and GETUG-15 trials. The findings
were that the addition of docetaxel to standard of care (SOC)
improved survival (SOC, 61% [656 deaths in 1,676] v SOC plus
docetaxel, 70% [403 deaths in 1,316]; HR, 0.77; 95% CI, 0.68 to
0.87; P < .0001), resulting in an absolute 4-year survival im-
provement of 9% (95% CI, 5 to 14 years) compared with SOC.
Adding docetaxel to SOC also improved FFS (SOC, 61.4% [1,029
failures in 1,676] v SOC plus docetaxel, 49.7% [650 failures in
1,316]; HR, 0.64; 95% CI, 0.58 to 0.70; P < .0001), resulting in
areduction in absolute 4-year failure rates of 16% (95% CI, 12% to
19%) compared with SOC.

The second, reported by Tucci et al,'® pooled data from the
same three trials and also found that the addition of docetaxel to
SOC improved survival in patients with metastatic disease (HR,
0.73; 95% CI, 0.60 to 0.90; P = .002), with nonsignificant het-
erogeneity (P = .15; I = 48%). This same analysis found a sig-
nificant PFS benefit with the addition of docetaxel to SOC (HR,
0.63; 95% CI, 0.57 to 0.70; P < .001), without significant het-
erogeneity among the three trials (P = .7; I = 0%).

ADT with or without abiraterone. A systematic review and
meta-analysis reported by Rydzewska et al’’ using the novel
Framework for Adaptive Meta-Analyses (FAME) pooled data from
2,201 men with metastatic disease from the STAMPEDE and
LATITUDE trials. The findings were that the addition of abir-
aterone to ADT reduced the risk of death by 38% (HR, 0.62; 95%
CI, 0.53 to 0.71; P = 0.55 X 10~ '%), resulting in a 14% absolute
improvement in 3-year survival. Although PFS was defined dif-
ferently in the two trials, the analysis combined the outcome
demonstrating that the addition of abiraterone to ADT reduced the
risk of radiographic or clinical progression by 55% (HR, 0.45; 95%
CI, 0.40 to 0.51; P = 0.67 X 10~ °°), resulting in a 28% absolute
improvement at 3 years. More grade 3 to 4 acute cardiac, vascular,
and hepatic toxicities were seen; however, there was no statistically
significant excess of deaths with the addition of abiraterone.

16,17

CLINICAL QUESTION 1

Is there an OS advantage associated with the addition of
docetaxel or abiraterone to ADT in men with metastatic non-
castrate prostate cancer?
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Table 6. QOL
No. of Patients
Source Intervention/Comparison Evaluated QOL Instrument Baseline At Month 3 At Month 12
ADT = abiraterone
Fizazi et al, 2017'%; ADT alone 570 BPI-SF 1.5 (2.0 — —
LATITUDE 2013-2014 578 BFI 2.2 (2.5)* — _
579 FACT-P (v4) 113.2 (20.0)* — —
578 EQ-5D-5L 0.8 (0.2)* — —
ADT + abiraterone 579 BPI-SF 1.5 (2.0* 37% risk reduction
HR, 0.63; 95% Cl, 0.52 to 0.47;
P < .001
568 BFI 2.2 (2.6)* 53% risk reduction
HR, 0.65; 95% Cl, 0.53 t0 0.81;
P =.0001
568 FACT-P (v4) 112.4 (20.0)* 15% risk reduction
HR, 0.85; 95% Cl, 0.74 to 0.99;
P=.0322
570 EQ-5D-5L 0.8 (0.2)* HR, NR; P < .05
ADT = docetaxel
Sweeney al, 2016% ADT alone LVD: 143 FACT-P LVD: 133 LVD: 120.3 LVD: 120
CHAARTED HVD: 250 HVD: 116.1 HVD: 117 HVD:113.7
Total: 393 Total: 249.1 Total: 237.3 Total: 233.7
ADT + docetaxel LVD: 134 LVD: 121.6 LVD: 117 LVD: 121
HVD: 263 HVD: 118.2 HVD: 116.3 HVD:118
Total: 397 Total: 239.8 Total: 233.3 Total: 239
P=.02t P=.041t
Gravis et al, 2013 ADT alone 193 EORTC QLQ-C30 65.4 70.96 66.36
GETUG-15 ADT + docetaxel 192 67.4 63.95 67.62
P=41 P < .005 P=7
Abbreviations: ADT, androgen-deprivation therapy; BFI, Brief Fatigue Inventory; BPI-SF, Brief Pain Inventory—Short Form; CHAARTED, Chemohormonal Therapy Versus
Androgen Ablation Randomized Trial for Extensive Disease in Prostate Cancer; EORTC-QLQ-C30, European Organisation for Research and Treatment of Cancer Quality
of Life Questionnaire C30; EQ-5D-5L, EurQoL five-dimension five-level questionnaire Visual Analog Scale; FACT-P, Functional Assessment of Cancer Therapy—Prostate;
FACT-P (v4), Functional Assessment of Cancer Therapy—Prostate (version 4); GETUG-15, Groupe d'Etude des Tumeurs Uro-Genital-Association Frangaise d'Urologie;
HR, hazard ratio; HVD, high-volume disease; LATITUDE, A Randomized, Double-blind, Comparative Study of Abiraterone Acetate Plus Low-Dose Prednisone Plus
Androgen Deprivation Therapy (ADT) Versus ADT Alone in Newly Diagnosed Subjects With High-Risk, Metastatic Hormone-naive Prostate Cancer (mHNPC); LVD, low-
volume disease; QOL, quality of life.
*Reported as mean (standard deviation).
tTCompared using paired t test.

Recommendations

For subsets of men with newly diagnosed metastatic non-
castrate disease, treatment with abiraterone or docetaxel in
combination with ADT should be offered on the basis of pro-
longing life relative to ADT alone. For docetaxel, the data are most
compelling for men with de novo high-volume metastatic non-
castrate prostate cancer (defined as four or more bone metastases,
one or more of which is outside of the spine or pelvis, and/or the
presence of any visceral disease) who are chemotherapy candidates.
The appropriate regimen of docetaxel is six doses of docetaxel
administered every 3 weeks at 75 mg/m® either alone (per
CHAARTED) or with prednisolone (per STAMPEDE) (Type:
evidence based, benefits outweigh harms; Evidence quality: strong;
Strength of recommendation: high).

Data to support the use of chemotherapy in men without
HVD is less robust; an unqualified recommendation for chemo-
therapy in such men cannot be made without additional data and
analysis.

Men with de novo metastatic non-castrate high-risk disease
per LATITUDE (two or more of the factors of Gleason score = 8,
= three bone metastases, and measurable visceral disease) who

are fit for treatment with abiraterone should receive ADT and
AAP. Men at lower risk may also be offered ADT and AAP (per

STAMPEDE). The appropriate regimen is abiraterone 1,000 mg
with either prednisolone or prednisone 5 mg once daily. (Type:

evidence based, benefits outweigh harms; Evidence quality:
strong; Strength of recommendation: high).

There are insufficient data to recommend which patients should
receive abiraterone and which should receive docetaxel. There are no
data by which to recommend both abiraterone and docetaxel for
metastatic non-castrate disease, either combined or sequentially.

Literature review and analysis. Both abiraterone trials (LATTTUDE
and STAMPEDE) suggest that abiraterone should be administered
at 1,000 mg with either prednisolone or prednisone 5 mg once daily.
Two (CHAARTED and STAMPEDE) of the three trials obtained and
both meta-analyses suggest that six doses of docetaxel administered
every 3 weeks at or near the start of ADT confers a survival benefit to
at least some of these patients.

Clinical interpretation. The addition of either docetaxel or
abiraterone to ADT in men with newly diagnosed metastatic
prostate cancer offers a survival benefit as compared with the use of
ADT alone. The strongest evidence for benefit with docetaxel is in
men with de novo extensive metastatic disease, whereas the data in
other patients with metastatic disease are less clear. The benefit
with the addition of abiraterone was seen in patients with lower-
risk disease. In the absence of randomized data comparing the
addition of docetaxel versus abiraterone to ADT in men with
metastatic non-castrate disease, additional variables including
patient comorbidities, toxicity, QOL considerations, and cost will
ultimately need to be taken into consideration.



Since the discovery that testosterone-lowering maneuvers favor-
ably affect the natural history of prostate cancer,”’*> ADT has
been a mainstay of therapy for men with metastatic non-castrate
disease. Until recently, no interventions other than ADT had
significantly altered OS in this group of patients, although nu-
merous new treatments have improved outcomes for men with
mCRPC. The first agent to demonstrate an OS benefit for men with
mCRPC was docetaxel, which demonstrated modest gains and was
approved for mCRPC in 2004.*>*® That approval was based on
data demonstrating that docetaxel and prednisone improved OS
with an HR of 0.76, yielding a median OS survival advantage of 2 to
3 months relative to mitoxantrone and prednisone.***’

More contemporarily, in 2011, AAP was approved for men
with mCRPC who had received docetaxel on the basis of reducing
the risk of death by 24% and improving median OS by 3.9 months
(14.8 v 10.9 months; HR, 0.65; 95% CI, 0.54 to 0.77; P < .001)
compared with men who were treated with prednisone alone.” In
2014, approval was extended to men with mCRPC who were
docetaxel naive on the basis of reducing the risk of radiographic
PES by 57% (HR, 0.43; 95% CI, 0.35 to 0.52; P < .0001).> Survival
in this study was significantly longer in the AAP group than in the
placebo group (34.7 months; 95% CI, 32.7 to 36.8 v 30.3 months;
95% CI, 28.7 to 33.3; HR, 0.81; 95% CI, 0.70 to 0.93; P = .0033).”°

The GETUG-15,>° CHAARTED, '’ and STAMPEDE'' studies
tested the hypothesis that docetaxel would prolong survival if
applied earlier in the natural history of the disease than mCRPC.
Two of these trials, STAMPEDE and CHAARTED, were positive in
favor of using six cycles of docetaxel (with or without predniso-
lone). STAMPEDE yielded an HR of 0.78 (95% CI, 0.66 to 0.93;
P =.006) for its overall study population in favor of treatment with
docetaxel and prednisolone, with an absolute difference in median
survival of 10 months between the ADT alone and ADT plus
docetaxel groups. The survival advantage was maintained in favor of
docetaxel when only those patients with metastatic disease were
specifically examined. CHAARTED yielded an HR of 0.73 (95% CI,
0.59 to 0.89; P = .0018), with an absolute difference in OS of
10.4 months. In addition, these trials suggested that use of docetaxel
in this setting is well tolerated and, according to the CHAARTED
study, may have a durably favorable impact on QOL. The GETUG-
15 trial, involving 385 patients who were randomly assigned to nine
cycles of docetaxel or not, showed no survival advantage. The cause
of the conflicting outcomes of the GETUG-15 trial from the other
studies has been the subject of speculation and deliberation. Pro-
posed factors have included imbalances in exposures to postprotocol
therapies, different risks represented by the patient populations,
different sizes of the trials, and other factors. Ultimately, the reasons
for the negative findings of the GETUG-15 trial in contradistinction
to the other studies are presently not known.

Two'®'” meta-analyses examined the aggregate of the three
trials, and each of those yielded a result in favor of the use of
docetaxel. In one meta-analysis,'” treatment of patients with
metastatic non-castrate disease yielded an HR of 0.77 (95% CI,
0.68 to 0.87; P < .0001) in favor of treatment. In the other,'® the
addition of docetaxel yielded an HR of 0.73 (95% CI, 0.60 to 0.90;
P =.002), with nonsignificant heterogeneity among the three trials.

STAMPEDE and LATITUDE examined the role of AAP in the
treatment of metastatic non-castrate disease. Both were positive in
favor of treatment with AAP in men with metastatic non-castrate
prostate cancer. As with docetaxel, the STAMPEDE trial examined
a wide range of men, from those with metastatic disease to those
with nonmetastatic disease. In the broader population, treatment
with AAP prolonged OS benefit. The risk of death was reduced by
37% for the overall study population (HR, 0.63; 95% CI, 0.52 to
0.76; P < .001) and by 39% in the M1 population (HR, 0.61; 95%
CIL, 0.49 to 0.75; P < .05), and the risk of FFS was reduced by 69%
(HR, 0.31; 95% CI, 0.26 to 0.37; P < .05) in the M1 population
(median, 30 months with ADT alone v 43.9 months with AAP).
The LATITUDE study focused specifically on newly diagnosed
patients with de novo metastatic disease with high-risk features
defined by having any two of the features of Gleason grade 8 to 10
disease, at least three bone lesions, and any measurable visceral
disease. Here, AAP reduced the risk of death by 38% (HR, 0.62;
95% CI, 0.51 t0 0.76; P < .001) and the risk of radiographic PFS by
539% (HR, 0.47; 95% CI, 0.39 to 0.55; P < .001). As noted earlier,
the superiority of AAP was also demonstrated for all the secondary
end points in LATITUDE.

Understanding the differences between these trials, the nu-
ances of their data, and the appreciation of the wide spectrum of
risks that patients with prostate cancer face are key to the judicious
application of docetaxel or AAP for prostate cancer. Prostate cancer
is a heterogeneous disease with a high prevalence in elderly men,
representing a wide spectrum of risk. It often manifests in patients
with competing risks of disease and disability. The need to avert the
dual harms of overtreatment and undertreatment is particularly
acute in this disease, which has a long history of overly broad
applications of treatment, screening, and diagnostic strategies.”' >
Several factors seem to merit consideration:

1. Disease distribution: Rarely do SOCs alter via a single clinical
trial. For men with high-risk disease (for AAP) or HVD (for
docetaxel), a change in SOC is clearly warranted by virtue of
two randomized prospective studies for each therapy, with
mutually supportive results in favor of treatment either with
AAP or docetaxel. Disease distribution was key to defining
these groups, with number of bone metastases and visceral
disease comprising key criteria in both CHAARTED and
LATITUDE.

The issue of disease distribution is particularly vexing in
deciding which patients should receive docetaxel. The CHAARTED
population with LVD did not seem to enjoy a survival advantage
by receiving chemotherapy. Docetaxel yielded an HR of 0.63
(P < .0001) in patients with HVD and an HR of 1.04 (P = .86) in
patients with LVD. No doubt, subgroup analyses do not have the
power to be conclusive and should be interpreted with appro-
priate circumspection and care; nonetheless, the lack of evident
benefit in LVD is buttressed by the retrospective analysis of the
GETUG-15 trial, and the data have similar, although not sta-
tistically significant, trends, where the patients with HVD were
conferred an HR of 0.78 (P = .14), whereas the patients with LVD
had an HR of 1.02 (P = .9).

As a result, the clinical recommendation in support of ad-
ministering chemotherapy is high for HVD, and if one is going to
use chemotherapy rather than AAP, it should be offered to men



with HVD. Chemotherapy for LVD at present is not necessarily an
SOC. The data for the specific population of patients with LVD are
not known from STAMPEDE. Administering chemotherapy to
patients with LVD is not outside the SOC, given that CHAARTED
and STAMPEDE were powered to examine the entire treatment
population and that subpopulations, even if identified pro-
spectively, need to be interpreted with caution.

For AAP, the issue of disease distribution is also pertinent. As
with docetaxel, the data are most compelling for patients with
higher volumes of bone disease (at least three lesions) and/or with
visceral disease, given that LATITUDE studied these patients
specifically, with the additional element of high Gleason score as
a qualifying criterion for eligibility. For these patients, LATITUDE
and STAMPEDE are mutually reinforcing that they should receive
abiraterone in addition to ADT, if they are candidates for abir-
aterone. Unlike the circumstance with docetaxel, there are, at
present, no negative studies to call into question the use of AAP in
specific populations of men with metastatic non-castrate disease,
nor subanalyses that would suggest that some men should spe-
cifically not receive such therapy. Therefore, ASCO recommends
that men with high-risk disease receive AAP in addition to ADT.
Only STAMPEDE addresses men with metastatic disease who do
not have high-risk features as well. Although there are no data to
refute that these men may benefit, there is no confirmatory trial,
and therefore, the recommendation is that these patients might
receive AAP.

The imaging data from these trials should be pooled and
freshly modeled to identify the patient population that most
benefits from chemotherapy or AAP. Not only do visceral and bone
diseases have different prognoses, but even within visceral disease,
the specific organs involved have individual prognostic value.*
Furthermore, newer methods of assessing bone disease burden that
are more quantitative and automated may offer more refined
methods of correlating osseous disease burden with outcome
compared with lesion counting.

2. Patient clinical course: According to 2017 estimates, only
approximately 4% of patients with prostate cancer present
with de novo metastatic disease in the United States.'
However, many patients develop metastatic disease after
primary treatment and an often prolonged period of bio-
chemical relapse. In the GETUG-15 trial, 67% of patients in
the ADT plus docetaxel group had metastatic disease at di-
agnosis compared with 75% of patients in the ADT alone arm;
in the CHAARTED study, 73% of patients had received no
prior local therapy; and in STAMPEDE, approximately 60% of
patients were characterized as having newly diagnosed M1
disease in the docetaxel comparison along with approximately
50% in the abiraterone comparison. The LATITUDE study
was specifically limited to patients with de novo metastatic
disease. Hence, these trials speak primarily to those patients
who present with metastatic disease rather than who develop
metastases over a long period of biochemical relapse after
definitive local therapy.

3. Early versus late treatment: Although the putative assumption
of these trials was that early treatment might amplify the
modest effects of treatment observed in mCRPC, none of
these trials formally tested the hypothesis that docetaxel or

abiraterone delivered to patients with non-castrate disease is
superior to chemotherapy administered for mCRPC, al-
though analysis of postprotocol exposures might indirectly
address this question.

Both AAP and docetaxel for metastatic non-castrate prostate
cancer are SOCs, although the strength of evidence of benefit is not
equivalent across the spectrum of risk or disease burden of that
disease state; both drugs also remain an SOC for mCRPC. Because
contemporary treatment paradigms for mCRPC are evolving
rapidly, and the place for docetaxel and AAP for mCRPC is
changing, the very meaning of the question of early versus late
treatment also continues to change.

4. Docetaxel or abiraterone: Docetaxel and abiraterone should be
considered as two separate SOCs for metastatic non-castrate
prostate cancer, with the caveats and qualifications described
above. These two standards have not been compared head to
head, and at face value, their benefits seem to be quite similar.
The HRs of the abiraterone arm of STAMPEDE, LATITUDE,
and the patients with HVD in CHAARTED were 0.62, 0.63,
and 0.63 respectively, with LATITUDE and CHAARTED
having similar control arms comprised of their respective
patients with high-risk disease/HVD, with median OS times of
34.7 and 34.4 months, respectively. It is not known which
patient subgroups might do better with one standard as
opposed to the other. Practical factors that should be con-
sidered, however, are patient fitness for one drug or the other,
drug availability in various health care systems, affordability,
QOL during and after treatment, and limited versus con-
tinuous duration of therapy. To date, there have not been
assessments of cost effectiveness of each of these standards.
The use of both standards in combination or in series for
metastatic non-castrate disease has not been assessed, and
treatment of patients with both at this juncture has unproven
benefits. Because the use of both standards in patients has the
potential to incur personal and social costs in terms of
treatment and financial burden, ASCO encourages partici-
pation in clinical trials to address such important questions.

Therefore, continuous AAP or six doses of docetaxel ad-
ministered every 3 weeks at 75 mg/m* with ADT with or without
prednisolone should be considered two SOCs for many men with
metastatic non-castrate disease who are candidates for each re-
spective therapy. The strongest evidence of benefit is for those
men who are diagnosed with de novo metastatic disease and who
meet criteria for high-risk disease or HVD per LATITUDE and
CHAARTED, respectively. These men should be offered either
docetaxel or AAP if they are otherwise appropriate candidates. Men
who do not fit into these categories may also be considered for
treatment. However, the strength of the evidence to support an OS
benefit is lower for men who do not meet the HVD criteria for
chemotherapy, because only one study demonstrated a survival
benefit in such men, and there are data that may suggest that men
with LVD do not benefit from chemotherapy. Men with low-risk
disease may benefit from AAP, but there is also only one trial that
has demonstrated this benefit. There are no data at this time to
suggest that men with lower-risk disease will not benefit from
treatment with AAP, in contradistinction to men with LVD re-
ceiving chemotherapy. Additional explorations of pooled data to



better define the optimal features of patients who will benefit from
either treatment are necessary and are either planned or under way.

In panel discussions, three main topics were identified that should
be raised between the clinician and the patient in the shared
decision-making process. When deciding whether to administer
a hormonal agent or chemotherapy, it should be acknowledged
that chemotherapy can have greater adverse effects that negatively
affect patient QOL compared with the lesser adverse effects as-
sociated with hormonal treatment. However, with the recom-
mended chemotherapy regimen, the time on treatment is relatively
short, and the evidence demonstrates that QOL is restored af-
terward. Also, although treatment with abiraterone is well toler-
ated, in some health care systems it is expensive or not available to
all, and treatment must be administered for the full duration of
castration sensitivity. Finally, which of the two options is preferable
may depend on patient preference based on the balance of pri-
orities in terms of the pros and cons listed above, the local health
care system, and finances. Because prostate cancer treatment is
a rapidly evolving field of study, patients should consider, and
clinicians should encourage, enrollment in suitable and appro-
priate trials.

Although ASCO clinical practice guidelines represent expert rec-
ommendations on the best practices in disease management to
provide the highest level of cancer care, it is important to note that
many patients have limited access to medical care. Racial and
ethnic disparities in health care contribute significantly to this
problem in the United States. Patients with cancer who are members
of racial/ethnic minorities suffer disproportionately from comor-
bidities, experience more substantial obstacles to receiving care, are
more likely to be uninsured, and are at greater risk of receiving care
of poor quality than other Americans.>>® Many other patients lack
access to care because of their geographic location and distance
from appropriate treatment facilities. Awareness of these dispar-
ities in access to care should be considered in the context of this
clinical practice guideline, and health care providers should strive
to deliver the highest level of cancer care to these vulnerable
populations.

Creating evidence-based recommendations to inform treatment of
patients with additional chronic conditions, a situation in which
the patient may have two or more such conditions—referred to as
multiple chronic conditions (MCCs)—is challenging. Patients
with MCCs are a complex and heterogeneous population, making
it difficult to account for all of the possible permutations to develop
specific recommendations for care. In addition, the best available
evidence for treating index conditions, such as cancer, is often from
clinical trials, the study selection criteria of which may exclude

these patients to avoid potential interaction effects or confounding
of results associated with MCCs. As a result, the reliability of
outcome data from these studies may be limited, thereby creating
constraints for expert groups to make recommendations for care
in this heterogeneous patient population.

Because many patients for whom guideline recommendations
apply present with MCCs, any treatment plan needs to take into
account the complexity and uncertainty created by the presence of
MCCs, highlighting the importance of shared decision making
regarding guideline use and implementation. Therefore, in con-
sideration of recommended care for the target index condition,
clinicians should review all other chronic conditions present in the
patient and take those conditions into account when formulating
the treatment and follow-up plan.

For patients with prostate cancer younger than 65 years of age,
the 10 most common comorbidities are (in descending order)
hypertension, hyperlipidemia, diabetes, ischemic heart disease,
anemia, arthritis, chronic kidney disease, depression, chronic
obstructive pulmonary disease, and heart failure. For patients with
prostate cancer older than 65 years of age, the 10 most common
comorbidities are (in descending order) hypertension, hyperlip-
idemia, ischemic heart disease, anemia, diabetes, arthritis, chronic
kidney disease, cataract, heart failure, and chronic obstructive
pulmonary disease.

In light of the above considerations, practice guidelines should
provide information on how to apply the recommendations for
patients with these MCCs, perhaps as a qualifying statement for
recommended care. This may mean that some or all of the rec-
ommended care options are modified or not applied, as de-
termined by best practice in consideration of any MCC.

An earlier draft of this guideline was submitted to four external
reviewers with content expertise. It was rated as high quality, and it
was agreed it would be useful in practice. Review comments such as
updating the evidence to include more recent publications and
interpretation of the evidence and what it means for various patient
subgroups were reviewed by the Expert Panel and integrated into
the final manuscript before approval by the Clinical Practice
Guideline Committee.

ASCO guidelines are developed for implementation across
health settings. Barriers to implementation include the need to
increase awareness of the guideline recommendations among
front-line practitioners and survivors of cancer and caregivers
and the need to provide adequate services in the face of lim-
ited resources. The guideline Bottom Line Box was designed to
facilitate implementation of recommendations. This guideline
will be distributed widely through the ASCO Practice Guideline
Implementation Network. ASCO guidelines are posted on the ASCO
Web site and most often published in JCO and Journal of Oncology
Practice.



ASCO believes that cancer clinical trials are vital to inform
medical decisions and improve cancer care and that all patients should

have the opportunity to participate.
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