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Abstract

Prostate cancer (PCa) is the most frequent tumor among Latin American (LATAM) men. The incidence of de novo metastatic PCa
is higher in LATAM than other parts of the world, and demographic changes in the region have increased disease burden.
However, region-specific information regarding prevalence, progression, and treatment effectiveness is not currently available for
nonmetastatic, castration-resistant PCa (nmCRPC). Nonmetastatic, castration-resistant PCa is a heterogeneous disease with
varying potential to develop metastasis with limited treatments available, until recently. New clinical trials with promising results
have allowed second-generation antiandrogen drugs to be used as first-line treatments, rendering guidelines outdated. As a result,
this panel of experts reviewed the current status and challenges and developed recommendations for nmCRPC diagnosis and
management in LATAM. The Americas Health Foundation (AHF) conducted a literature review and identified LATAM scientists
and clinicians who have published in the field of PCa since 2012. The AHF convened a panel of 7 chosen experts urologists and
medical oncologists from the region. The AHF developed specific questions relating to nmCRPC, which were answered by the
experts prior to the multiday meeting. Each narrative was discussed and edited by the panel, through numerous rounds of
discussion until a consensus was reached in a final manuscript. The panel proposes specific and realistic recommendations for
improving access to diagnosis and management of PCa in LATAM. No treatment has yet shown improvement in overall survival;
however, when including metastasis-free survival as an end point, second-generation antiandrogen drugs have emerged as
effective treatment options and are currently included as first-line treatment. Although nmCRPC is a specific disease that
represents a small percentage of patients with PCa, effective diagnostic and treatment strategies can contribute toward increasing
quality of life and survival rates of patients with PCa in LATAM.
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Introduction

Latin America (LATAM) is generally considered a group of 21
countries that covers an area that stretches from the northern
border of Mexico to the southern tip of South America, includ-
ing the Caribbean, whose inhabitants speak a Roman lan-
guage.' The region comprises almost 8.5% of the world’s
population.”® During the last few decades, LATAM has expe-
rienced an increase in life expectancy and subsequent aging of
the population. This shift inevitably results in an increasing
incidence of cancer, including prostate cancer (PCa).* Despite
recent health-care improvements, cancer mortality rates in
LATAM are twice that of developed countries.’

Materials and Methods

To address the above issues, The Americas Health Foundation
(AHF) used PubMed and Embase to conduct a literature review
and identify LATAM clinicians and scientists with an aca-
demic or hospital affiliation who are experts in the field and
who have published in the PCa arena since 2012. As a result of
this effort, AHF convened a panel of 7 experts from LATAM,
representing the specialties of urology and oncology. Great
attention was paid to ensure a diverse group representing var-
ious aspects related to PCa.

To better focus the discussion, AHF staff independently
developed specific questions, addressing the salient issues on
the subject, for the panel to address. A written response to each
question was initially drafted by a different member of the
panel. During the multiday meeting, several rounds of discus-
sion were made to obtain consensus.

Search Strategy and Selection Criteria

Manuscripts referenced in this recommendation paper were
identified through searches of PubMed and Embase with the
search terms “non-metastatic prostate cancer,” “nmCRPC,”
“prostate cancer Latin America,” and “prostate oncology
Latin America” from January 2012 until April 2019. Articles
were also identified through the bibliographies of the papers
identified in the search as well as from sources of the authors’
own files. Particular attention was paid to papers that reviewed
or summarized the topic in question or that were related to
activities in LATAM. The final reference list was generated
based on the relevance to the broad scope of this consensus
document.

Epidemiology and Burden of PCa in LATAM

Prostate cancer is a highly prevalent disease among men.
Worldwide, GLOBOCAN estimates nearly 1.3 million new
cases of PCa and 360 000 PCa-related deaths in 2018. In
LATAM, PCa is the third most frequent tumor (after lung and
breast), and the most frequent among men, reaching the highest
mortality rate among all cancers. It is projected that in 2018,
PCa will be responsible for approximately 152 000 new cases
and 51 000 deaths in the region.® The highest PCa incidence

and mortality rates in the world are seen in 2 countries in
LATAM: Guadeloupe and Barbados.?

Despite GLOBOCAN projections, epidemiological infor-
mation by country in LATAM remains scarce. As of 2011, only
21% of countries in the region had a population-based cancer
registry, although some improvements are underway. In Brazil,
according to the local National Cancer Institute (INCA), about
68 000 new patients PCa were expected to be diagnosed in
20187, corresponding to an incidence rate of 66.1 new cases
per 100 000 men, making it the most frequent tumor excluding
nonmelanoma skin cancers." In Argentina, PCa is also the most
frequent cancer in men, with an incidence of 44 cases per 100
000 men in 2017.% In Colombia, PCa is the third most lethal
cancer in men, after stomach and lung cancer, though no pre-
cise information about incidence has been reported.” In Peru,
the mortality rate of PCa is 15.6 per 100 000 men, with higher
rates occurring along the coast in contrast with the highlands
and the jungle.'™'! Mexico presents one of the lowest PCa
incidences in LATAM, with 27.3 cases per 100 000 men and
a mortality rate of 11.3 deaths per 100 000 men in the last 3
decades.'? The incidence and mortality rates of PCa are still on
the rise in most countries in LATAM such as Brazil, Ecuador,
Colombia, and Costa Rica.* This is a result of changing risk
factors, increased longevity in the population, and limited
access to effective local or systemic treatment.'

Although most individuals living in LATAM have basic
health coverage, large disparities remain among different coun-
tries and health systems, resulting in variable and inequitable
outcomes. Only a few countries in LATAM have universal
health care.’ In addition, there is a large discrepancy between
public and private health-care systems. In some countries
within the region, direct negotiations with payers have bene-
fited from recommendations made by medical societies. As a
result, in Brazil, the population with private health care has
observed the same rate of early diagnosis as developed
countries.'

Life expectancy in LATAM is estimated to reach 80.7 years
for women and 74.9 years for men between 2025 and 2030,
which raises concerns about quality of life and diseases with
increased prevalence in the elderly population, including PCa.
Health-care policies should be designed to tend to the needs of
the aging population. Furthermore, tailored cancer programs
establishing policies for prevention, early diagnosis, when indi-
cated, and effective treatment with access to care are crucial to
ensuring quality of life.

There is no published data describing the impact of early
diagnosis of PCa on mortality, health-care costs, or quality of
life in LATAM. The vast majority of countries in the region do
not have official PCa screening programs.'®?* Although a
number of programs have been developed and implemented
to detect PCa in the region, the majority of these initiatives are
isolated campaigns and programs promoted by specific groups,
being not necessarily governmental policies.>*’

Given the lack of organized screening, the incidence of de
novo metastatic PCa in LATAM is higher than in other parts of
the world, evidencing the need for such policies in order to
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improve the rate of diagnosis and treatment of localized dis-
ease. Although some cases of metastatic disease could be pre-
vented by screening policies, the benefits of detecting early
disease should be balanced against overdiagnosis and
overtreatment.

Nonmetastatic Castration-Resistant PCa

A systematic review demonstrated that around 10% to 20% of
patients with PCa will develop castration-resistant prostate
cancer (CRPC) within 5 years of follow-up. When high risk
factors such as a rapid PSA doubling time (DT; PSA DT <10
months) are present in patients with no evidence of metastasis
at diagnosis of CRPC, it is expected that 33% of these patients
could develop metastatic disease within the next 2 years*” and
60% in the next 5 years, impacting directly quality of life.*'
Today these men are considered to have nonmetastatic,
castration-resistant PCa (nmCRPC).*°

Nonmetastatic, castration-resistant PCa is defined as a rising
PSA that is at least 1 ng/mL, castrate testosterone levels (<50
ng/mL), and no radiographic evidence of metastatic disease by
conventional imaging methods (eg, computed tomography
[CT] and bone scan).** Currently, nmCRPC is estimated to
affect around 100 000 men in the United States, with an annual
incidence between 50 000 and 60 000,** though epidemiology
about nmCRPC outside the United States is lacking. The pro-
portion of patients with nmCRPC compared to those diagnosed
with distant metastasis is currently unknown, in part because in
some cases metastasis may be present but not promptly
detected due to the strong dependence on the sensitivity and
specificity of the diagnostic tools used.** With the introduction
of more sensitive imaging modalities, such as prostate-specific
membrane antigen (PSMA) and positron emission tomography
(PET) scan, the nmCRPC landscape is expected to evolve,
allowing metastatic disease to be detected earlier,* reducing
the number of patients with nmCRPC and increasing the num-
ber of patients with “low burden” metastatic disease. This new
stage of the disease (metastases only diagnosed by PSMApet)
will certainly result in a new stratification of PCa stages with
corresponding new terminology and treatment approach.

Data on nmCRPC in LATAM from a 2013 study presented
at the American Society of Clinical Oncology showed a patient
flow model that was developed to estimate the 5-year limited
duration prevalence of nmCRPC in 28 countries, including
Brazil and Mexico. It was estimated that nmCRPC represents
a relatively small proportion (2%-8%) of the PCa population.*®

Diagnosis and Risk Stratification of nmCRPC

The natural history of PCa goes through different stages. When
a patient is not cured by treatment of localized disease, the next
stage is biochemical recurrence that is evidenced by a rise in
PSA without any signs of metastasis detected by conventional
imaging methods. For patients with local recurrence, salvage
radiotherapy (SRT) is the standard of care and the only option
that can kill PCa cells left behind after radical prostatectomy or

at least postpone the use of androgen deprivation therapy
(ADT) in many cases. Nevertheless, biochemical progression
does occur after SRT, which probably results from microscopic
local, regional or distant disease.

There is some controversy on how and when to start ADT in
patients with biochemical recurrence after treatment of the
primary tumor without evidence of metastatic disease. The
debate on immediate versus delayed initiation of ADT is incon-
clusive, despite data suggesting early use is better. In 2017, the
majority of the panel in the Advanced Prostate Cancer Consen-
sus Conference pointed that multiple parameters, including
projected life expectancy, PSA value and kinetics, and comor-
bidities have to be taking in account to starting ADT.*” Men
with PSA recurrence are a heterogencous group with a fre-
quently good prognosis that does not require immediate treat-
ment.*® Despite these recommendations, some physicians
begin ADT at any PSA rise because both patients and physi-
cians are reluctant to leave the PSA recurrence untreated. Since
ADT is not curative in this scenario, it is inevitable that all
patients at some point will develop nmCRPC. Nonmetastatic,
castration-resistant PCa can also be a result of inappropriate
treatment of patients with locally advanced disease who do not
receive treatment of the primary tumor but instead are treated
only with ADT. Physicians should be aware that this approach
is not considered the standard of care.**->°

In practice, when not indicated, early initiation of ADT could
expose patients to possible and unnecessary side effects without
altering the risk of death from PCa.>'~>* Moreover, unlike meta-
static CRPC (mCRPC) where the main goal is improving overall
survival (OS), treatments for nmCRPC have the additional aims
of seeking to delay both the initiation of subsequent treatments
and the appearance of metastasis, thereby preserving quality of
life. Stratifying PCa recurrence by PSA kinetics remains the
most important predictor of these end points,*®>> as PSA DT
is a strong predictor for developing metastasis.’®’

There are no specific guidelines on follow-up imaging for
patients with nmCRPC. As such, clinical practice will vary
based on the availability of imaging technology. In the absence
of high-quality evidence, the RADAR III Group’s 2018 recom-
mendations suggest that follow-up imaging should be con-
ducted every 6 to 12 months, or more frequently, based on a
PSA DT of less than 6 months and/or symptoms in patients
undergoing therapy for nmCRPC.*"3® Additionally, when con-
ventional imaging methods fail to detect metastasis, new ima-
ging methods can be used and therapy should not be ceased for
PSA rise alone.”

Newer techniques such as 11C-choline PET/CT, 68Ga-
labeled PSMA, and whole-body magnetic resonance imaging
(MRI) can detect metastatic lesions earlier than conventional
imaging methods. As a result, increased use of PET/CT and
PSMA would likely result in stage migration as smaller metas-
tasis are able to be diagnosed earlier. Two meta-analyses
demonstrated increased sensitivity and specificity for PSMA
in finding metastatic lesions in patients being staged before
treatment of the primary tumor and after biochemical
recurrence.’™®! However, data on the sensitivity and specificity
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Table 1. Inclusion Criteria, Randomization, and End Points (SPARTAN, PROSPER, AND ARAMIS).

.Study SPARTAN

PROSPER

ARAMIS

Agent
Inclusion criteria

Apalutamide (APA)

CRPC

c¢MONO (<2 cm in the short axis)
PSADT <10 months

CRPC

Enzalutamide (ENZA)

c<MONO
PSADT <10 months
PSA >2 ng/mL

Darolutamide

CRPC

c¢MONO (<2 cm in the short axis)
PSADT <10 months

PSA >2 ng/mL

ECOG 0-1 ECOG 0-1
Serum testosterone level, <1.73 nmol/L Serum testosterone level,
<1.73 nmol/L
Sample size 1207 1401 1509
Randomization scheme 2:1 APA/placebo 2:1 ENZA/placebo 2:| Darolutamide/placebo
End points Primary: MFS Primary: MFS Primary: MFS
Secondary: Secondary: Secondary:
Time to metastases Time to PSA progression Overall survival
PFS PSA response rate (decrease >50%) Time to pain progression

Time to symptomatic progression

Overall survival

Time to initiation of cytotoxic
chemotherapy

Time to first use of new antineoplastic
therapy
Overall survival

Time to symptomatic skeletal
event
Time to cytotoxic chemotherapy

Abbreviations: CRPC, castration-resistant prostate cancer; PSA, prostate-specific antigen; PSADT, PSA doubling time; MFS, metastasis-free survival; PFS, progression-

free survival; ECOG: Eastern Cooperative Oncology Group performance status.

of PSMA in nmCRPC are insufficient, and the biological sig-
nificance of shifting from nmCRPC to mCRPC with minimal
disease burden remains unclear. Thus, the risks of overtreatment
should be taken into consideration when using these newer tech-
niques. Currently, there is no strong evidence to indicate that
treating oligometastatic disease, outside of the pelvis, focally
has a positive impact on survival or of the type of patient that will
benefit the most from this therapeutic approach.

Treatment Practice for nmCRPC

Recently, 3 studies with second-generation antiandrogen
drugs (apalutamide, enzalutamide, and darolutamide) were
published. These results dramatically changed the landscape
for patients with nmCRPC. In 2018, apalutamide and enzalu-
tamide received Food and Drug Administration (FDA)
approval based on the results of the 2 prospective randomized
trials, SPARTAN®? and PROSPER.® In 2019, the results of
the ARAMIS trial with darolutamide were also published®*
(Table 1).

For approval of new drugs, traditionally, OS was the unique
primary end point considered by the FDA. The hypothesis that
metastasis-free survival (MFS) could be a surrogate for OS in
PCa was tested by Intermediate Clinical Endpoints in Cancer of
the Prostate (ICECaP) working group in patients with
hormone-sensitive localized PCa. The ICECaP group collected
data from 19 randomized trials and confirmed MFS as a valid
intermediate clinical end point for OS (R* = 0.92, 95% confi-
dence interval: 0.81-0.95).°° Since then MFS has been extra-
polated as a surrogate on different clinical scenarios especially
in trials of early and adjuvant therapies; later MFS was also
validated as surrogate for patients with nmCRPC.%*¢” How-
ever, in clinical practice, quality of life and treatment toxicity

are a critical part of the decision-making process, especially in
patients with long life expectancy.

The FDA approval of apalutamide was based on the
improvement in MFS when compared to the placebo (median:
40.5 vs 16.2 months; hazard ratio [HR] = 0.28; P <.0001). The
use of enzalutamide (PROSPER trial) was also approved using
MEFS as an end point, which more than doubled MFS compared
to the placebo (median: 36.6 vs 14.7 months, HR = 0.29; P <
.0001). Darolutamide, approved in 2019, also demonstrated a
significant increase in MFS when compared to placebo (med-
ian: 40.4 vs 18.4 months; HR = 0.41; P <.0001; Table 2).

General clinical practice guidelines for the treatment of
patients with nmCRPC have been developed. The National
Comprehensive Cancer Network (NCCN), the American Uro-
logical Association, and The European Association of Urology
updated their guidelines. They recommend apalutamide and
enzalutamide to be included as part of the first-line treatment
for nmCRPC when PSA DT is equal to or less than 10 months.
In cases where the PSA DT is greater than 10 months or the
patient has a short life expectancy and/or poor performance
status due to comorbidities, the guidelines indicate that obser-
vation is an option. While the NCCN has developed PCa guide-
lines specific for LATAM, the last update was in 2017, prior to
the approval of the latest treatments. If category 1 drugs are
unavailable or contraindicated, the NCCN Prostate Cancer
Guidelines recommend that other treatment options be pro-
vided, such as secondary hormonal therapies (eg, nonsteroidal
antiandrogens like nilutamide, flutamide, and bicalutamide or
corticosteroids), despite the lack of information about quality
of life and MFS-associated and clinical benefits of these drugs.
The European Society of Medical Oncology and the American
Society of Medical Oncology have not updated their recom-
mendations yet.
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Table 2. Results (SPARTAN, PROSPER, and ARAMIS).

SPARTAN

PROSPER

ARAMIS

Agent

Median treatment

Apalutamide (APA)
Median FU of 20.3 months

duration 60.9% of the patients in the APA group and 29.9%
in the placebo group were still receiving the
assigned regimen

MFS 40.5 vs 16.2 months placebo (HR: 0.28, P < .0001)

Time to PSA progression

NR vs 3.7 months placebo (HR: 0.06, P < .0001)

PFS 40.5 vs 14.7 months placebo (HR: 0.29, P <.0001)
Time to pain progression NR
Time to subsequent N/A

therapy

Overall survival (interim
analysis)
Any adverse events

Serious adverse event

AEs leading to

NR vs 39 months

(HR: 0.70, P = .07)

96.5% (APA) vs 93% (placebo)
24.8% (APA) vs 23.1% (placebo)

10.6% (APA) vs 7% (placebo)

Enzalutamide (ENZA)
18.4 vs 1.1 months placebo

36.6 vs 14.7 months placebo
(HR: 0.29, P < .0001)

37.2 vs 3.9 months placebo
(HR: 0.07, P < .001)

N/A

N/A

39.6 vs 17.7 months placebo
(HR: 0.21; P < .0001)

NR (HR: 0.80; P = .1519)

87% (ENZA) vs 77% (placebo)

24% (ENZA) vs 18% (placebo)

9% (ENZA) vs 6% (placebo)

Darolutamide
14.8 vs 1.0 months placebo

40.4 vs 18.4 months placebo
(HR: 0.41, P < .001)

33.2 vs 7.3 months placebo
(HR: 0.13, P <.001)

36.8 vs 14.8 months placebo
(HR: 0.38, P <.001)

40.3 vs 25.4 months (HR:
0.65, P <.001)

NR (HR: 0.33, P <.001)

NR vs 78 months (HR: 0.71,
P = .045)

81.2% (darolutamide) vs
76.9% placebo

24.8% (darolutamide) vs
20.0% (placebo)

8.9% (darolutamide) vs 8.7%

discontinuation

Mortality related to AEs  1.2% (APA) vs 0.3% (placebo)

(placebo)

3% (ENZA) vs 1% (placebo)  N/A

Abbreviations: FU, follow-up; HR, hazard ratio; MFS, metastasis-free survival; PFS, progression-free survival; PSA, prostate-specific antigen.

Prostate Cancer: Challenges in LATAM

Applying international practice guidelines to LATAM is diffi-
cult given the financial barriers and the lack of country-specific
information about populations with nmCRPC. Moreover, cul-
tural, social, and health system differences among LATAM
countries pose additional challenges for developing nmCRPC
management policies for the region. Important challenges for
the management and control of PCa in LATAM include:

e an aging population, which will invariably increase the
number of individuals at risk for PCa and CRPC;

e alack of comprehensive PCa registries in the majority of
LATAM countries;

e a lack of timely diagnosis of the different stages of
CRPC in targeted populations;

e inadequate and unequal access to the technologies nec-
essary for the diagnosis and eventual treatment of PCa,
including CT and bone scans, PSMA-PET, MRI, and
radiation therapy;

e a lack of clinical practice guidelines for PCa manage-
ment, including the proper use of new drugs and tech-
nologies that can impact quality of life and survival;

o the high cost of incorporating new drugs, even those that
have been shown to have a direct impact on patient
outcomes;

e a low level of awareness among PCa-related specialists
of the latest information regarding the diagnosis, treat-
ment, and management of CRPC.

Recommendations for Increasing Awareness,
Early Diagnosis, and Treatment of PCa
in LATAM

Given the differences between LATAM and other parts of the
world, existing international PCa guidelines cannot always be
extrapolated to the region’s unique economic, cultural, and
regulatory landscape. Instead, LATAM countries must colla-
borate to determine the most effective strategies for counter-
acting this health issue and ensuring that the burden of PCa,
including nmCRPC, is effectively managed. In this context, the
following actions should be considered:

e Governments should implement comprehensive and
reliable national cancer registries, with the goal of shar-
ing information across the region and facilitating the
development of integrated national and region-wide pol-
icies for PCa and nmCRPC;

e Stakeholders should establish national and region-
wide cancer networks to optimize resources for the
diagnosis, management, and treatment of patients
with PCa;

e Prostate cancer—related specialists should identify the
population of patients with nmCRPC at risk of devel-
oping metastasis. Health authorities, in conjunction
with medical societies, should design programs specif-
ically targeted for this population in order to ensure
quality of life;
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e Governments should promote access to newly approved
PCa drugs, such as second line AR blockers, for patients
with nmCRPC, and particularly for those with PSA DT
of less than 10 months;

e Regulatory agencies should collaborate to review data
on cost-effectiveness analyses regarding the treatment
and management of nmCRPC,;

e Professional associations should establish continuing
medical education programs to ensure that CRPC popu-
lations are adequately identified, diagnosed, and man-
aged. This also requires the development and
implementation of education and awareness programs
for primary care physicians on the importance of identi-
fying patients at risk of PCa and directing them to
specialists;

e Health authorities should help reduce time-to-diagnosis
by increasing the availability and accessibility of high-
quality conventional imaging methods for patients with
nmCRPC;

e This panel is withholding any recommendation regard-
ing the use of PSMA-PET scans until prospective data
on utility and health outcomes in patients become
available.

Declaration of Conflicting Interests

The author(s) declared the following potential conflicts of interest
with respect to the research, authorship, and/or publication of this
article: The organization and implementation of the consensus
conference was carried out by the Americas Health Foundation
(AHF), a 501(c)(3) nonprofit organization dedicated to improving
healthcare throughout the Latin American Region and was sup-
ported by unrestricted grants from Astellas and Johnson &
Johnson.

Funding

The author(s) disclosed receipt of the following financial support for
the research, authorship, and/or publication of this article: This
manuscript was supported by a grant from the Americas Health
Foundation (AHF), a 501(c)(3) nonprofit organization dedicated to
improving healthcare throughout the Latin American Region. The
AHF was responsible for the development, organization, and imple-
mentation of the consensus conference, along with independently
selecting the experts to serve on the panel. The AHF had no role
deciding the content of the manuscript and the recommendations are
those solely of the panel members.

ORCID iD

Rodolfo Borges dos Reis  https://orcid.org/0000-0003-0328-1840

References

1. List of countries in Latin America [Internet]. Encyclopedia Brit-
annica. https://www.britannica.com/topic/list-of-countries-in-
Latin-America-2061416. Accessed November 13, 2018.

2. Bray F, Ferlay J, Soerjomataram I, Siegel R, Torre L, Jemal A.
Global cancer statistics 2018: GLOBOCAN estimates of

10.

11.

12.

14.

15.

18.

incidence and mortality worldwide for 36 cancers in 185 coun-
tries. CA Cancer J Clin. 2018;68(6):394-424.

. GDP per capita (current US$) | Data [Internet]. Data.worldbank.

org. 2018. https://data.worldbank.org/indicator/NY.GDP.PCAP.
CD. Accessed November 13, 2018.

. Bray F, Pifieros M. Cancer patterns, trends and projections in

Latin America and the Caribbean: a global context. Salud Publica
Mex. 2016;58(2):104-117.

. Strasser-Weippl K, Chavarri-Guerra Y, Villarreal-Garza C, et al.

Progress and remaining challenges for cancer control in Latin
America and the Caribbean. Lancet Oncol. 2015;16(14):
1405-1438.

. Pan American Health Organization. Expert Consultation on Pros-

tate Cancer Screening and Early Detection in Latin America and
the Caribbean. Washington, DC: Meeting Report (Mexico City,
Mexico, September 12-13, 2017), PAHO; 2018.

. Instituto Nacional de Cancer José de Alencar. Estimativa. 2018.

http://www.inca.gov.br/estimativa/2018/index.asp. Accessed
October 20, 2018.

. Estadisticas—Incidencia [Internet]. Argentina.gob.ar. 2018.

https://www.argentina.gob.ar/salud/instituto-nacional-del-can
cer/estadisticas/incidencia. Accessed November 13, 2018.

. Pineros M, Garay P, Gamboa O, Hernandez Suarez C, Pardo

Ramos G. Atlas de mortalidad por cancer en Colombia. INC.
2010;1(3a):95.

Peru Fact Sheet [Internet]. Gco.iarc.fr. 2018. https://gco.iarc.ft/
today/data/factsheets/populations/604-peru-fact-sheets.pdf.
Accessed November 14, 2018.

Torres-Roman J, Ruiz E, Martinez-Herrera J, et al. Prostate can-
cer mortality rates in Peru and its geographical regions. BJU Int.
2018;123(4):595-601.

Torres-Sanchez L, Espinoza-Giacinto R, Rojas-Martinez R, et al.
Prostate cancer mortality according to marginalization status in
Mexican states from 1980 to 2013. Salud Publica Mex. 2016;
58(2):179-186.

. Center M, Jemal A, Lortet-Tieulent J, Ward E, Ferlay J, Brawley O,

et al. International variation in prostate cancer incidence and
mortality rates. Eur Urol. 2012;61(6):1079-1092.

Nardi A, Reis R, Zequi S, Nardozza A Jr. Comparison of the
epidemiologic features and patterns of initial care for prostate
cancer between public and private institutions: a survey by
the Brazilian Society of Urology. Int Braz J Urol. 2012;38(2):
155-166.

Aging and demographic changes [Internet]. Paho.org. https://
www.paho.org/salud-en-las-americas-2017/?tag=life-expec
tancy-gains. Accessed November 14, 2018.

. Ministerio de Salud - MINSA [Internet]. Gob.pe. https://www.

gob.pe/minsa. Accessed November 13, 2018.

. Prevencion y deteccion temprana del cancer de prostata en el

primer nivel de atencion [Internet]. Mexico City, Mexico:
Secretaria de Salud; 2018. http://www.cenetec-difusion.com/
CMGPC/SS-021-08/ER.pdf. Accessed November 13, 2018

Manual para la deteccion temprana del cancer de prostata
[Internet]. Bogota, Colombia: Ministerio de Salud y Proteccion
Social Instituto Nacional de Cancerologia; 2015. https://www.


https://orcid.org/0000-0003-0328-1840
https://orcid.org/0000-0003-0328-1840
https://orcid.org/0000-0003-0328-1840
https://www.britannica.com/topic/list-of-countries-in-Latin-America-2061416
https://www.britannica.com/topic/list-of-countries-in-Latin-America-2061416
https://data.worldbank.org/indicator/NY.GDP.PCAP.CD
https://data.worldbank.org/indicator/NY.GDP.PCAP.CD
http://www.inca.gov.br/estimativa/2018/index.asp
https://www.argentina.gob.ar/salud/instituto-nacional-del-cancer/estadisticas/incidencia
https://www.argentina.gob.ar/salud/instituto-nacional-del-cancer/estadisticas/incidencia
https://gco.iarc.fr/today/data/factsheets/populations/604-peru-fact-sheets.pdf
https://gco.iarc.fr/today/data/factsheets/populations/604-peru-fact-sheets.pdf
https://www.paho.org/salud-en-las-americas-2017/?tag=life-expectancy-gains
https://www.paho.org/salud-en-las-americas-2017/?tag=life-expectancy-gains
https://www.paho.org/salud-en-las-americas-2017/?tag=life-expectancy-gains
https://www.paho.org/salud-en-las-americas-2017/?tag=life-expectancy-gains
http://.
https://www.gob.pe/minsa
https://www.gob.pe/minsa
http://.
http://www.cenetec-difusion.com/CMGPC/SS-021-08/ER.pdf
http://www.cenetec-difusion.com/CMGPC/SS-021-08/ER.pdf
http://.
https://www.cancer.gov.co/files/libros/archivos/Pr&oacute;stata

Reis et al

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

cancer.gov.co/files/libros/archivos/Prostata. Accessed Novem-
ber 13, 2018.

Programas Nacionales de prevencion y control del cancer [Inter-
net]. Argentina.gob.ar. 2019. https://www.argentina.gob.ar/pro
gramas-nacionales-de-prevencion-y-control-del-cancer.
Accessed November 13, 2018.

Guia Clinica Prostata En Personas de 15 Afios y Mas [Internet].
2nd ed. Chile: Ministerio de Salud, Chile; 2015. https:/www.
minsal.cl/wp-content/uploads/2015/09/Cancer-de-prostata-en-per
sonas-de-15-afios-y-mas-Documento-Actualizado-2015.pdf.
Accessed November 13, 2018.

Ministerio de Salud Publica, Guatemala [Internet]. Mspas.gob.gt.
2019. https://www.mspas.gob.gt/. Accessed November 13, 2018.
Ministerio de Salud Publica, Ecuador [Internet]. Salud.gob.ec.
2019. https://www.salud.gob.ec/. Accessed November 13, 2018.
Ministerio de Salud Publica, Bolivia [Internet]. Minsalud.gob.bo.
2019. https://www.minsalud.gob.bo/. Accessed November 13,
2018.

Okada T, Tanaka K, Kawachi H, et al. International collaboration
between Japan and Chile to improve detection rates in colorectal
cancer screening. Cancer. 2015;122(1):71-77.

Laura AE, Molina R, Giménez P, Gonzalez MS. Incidencia de
Cdncer en Argentina Entre 2003 y 2007 [Internet]. 1st ed. Bahia
Blanca, Argentina: AAPEC y AARPC; 2011. http://www.socarg
cancer.org.ar/publicaciones/2011_incidencia-de-cancer-en-la-
argentina-entre-2003-y-2007.pdf. Accessed November 13, 2018.
Ilic D, Neuberger M, Djulbegovic M, Dahm P. Screening for
prostate cancer. Cochrane Database of Syst Rev. 2013;31(1):
CD004720.

Lopez MA, Grosman H, Bellora OG, et al. Epidemiology of pros-
tate cancer through the perspective of an early detection cam-
paign, Rev Arg de Urol. 2004;69(4):2100219.

Faria EF, Carvalhal GF, Vieira RA, Silva TB, Mauad EC, Car-
valho AL. Program for prostate cancer screening using a mobile
unit: results from Brazil. Urology. 2010;76(5):1052-1057.
Tobias-Machado M, Carvalhal GF, Freitas CH Jr, et al. Associa-
tion between literacy, compliance with prostate cancer screening,
and cancer aggressiveness: results from a Brazilian screening
study. Int Braz J Urol. 2013;39(3):328-334.

Trucco C, Quiroga T, Valdivia G, et al. Tamizaje de cancer pros-
tatico en 1000 hombres de Santiago de Chile. Rev Chil Urol.
1998;63(2):166-171.

Pow-Sang M, Destefano V, Astigueta JC, Castillo O. Prostate
cancer in Latin America. Actas Urol Esp. 2009;33(10):
1057-1061.

Baechler R, Henriquez R, Aqueveque X, Martinez ME, Soto A.
Prevalence of prostate cancer in the seventh region of Chile. Rev
Med Chil. 2001;129(11):1305-1310.

Gomez-Guerra LS, Martinez-Fierro ML, Alcantara-Aragon V,
et al. Population based prostate cancer screening in north Mexico
reveals a high prevalence of aggressive tumors in detected cases.
BMC Cancer. 2009;9(1):91.

Sierra SM, Soerjomataram I, Forman D. Prostate cancer burden in
Central and South America. Cancer Epidemiol. 2016;44(Supp 1):
S131-S140.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

Wilt TJ, Brawer MK, Jones KM, et al. Radical prostatectomy
versus observation for localized prostate cancer. N Engl J Med.
2012;367(3):203-213.

Bill-Axelson A, Holmberg L, Garmo H, et al. Radical prostatect-
omy or watchful waiting in early prostate cancer. N Engl J Med.
2014;370(10):932-942.

Daskivich TJ, Fan KH, Koyama T, et al. Effect of age, tumor risk,
and comorbidity on competing risks for survival in a US
population-based cohort of men with prostate cancer. Ann Intern
Med. 2013;158(10):709-717.

Carter HB, Albertsen PC, Barry MJ, et al. Early detection of
prostate cancer: AUA guideline. J Urol. 2013;190(2):419-426.
Violette PD, Agoritsas T, Alexander P, et al. Decision aids for
localized prostate cancer treatment choice: systematic review and
meta-analysis. CA Cancer J Clin. 2015;65(3):239-251.

Kirby M, Hirst C, Crawford ED. Characterising the castration-
resistant prostate cancer population: a systematic review. Int J
Clin Pract. 2011;65(11):1180-1192.

Scher HI, Solo K, Valant J, Todd MB, Mehra M. Prevalence of
prostate cancer clinical states and mortality in the United States:
estimates using a dynamic progression model. PLoS One. 2015;
10(10):e0139440.

Scher HI, Morris MJ, Stadler WM, et al. Trial design and objec-
tives for castration-resistant prostate cancer: updated recommen-
dations from the prostate cancer clinical trials working group 3.
J Clin Oncol. 2016;34(12):1402-1418.

Alpajaro SIR, Harris JAK, Evans CP. Non-metastatic castra-
tion resistant prostate cancer: a review of current and emerging
medical therapies. Prostate Cancer Prostatic Dis. 2018;22(1):
16-23.

Rozet F, Roumeguere T, Spahn M, Beyersdorff D, Hammerer P.
Non-metastatic castrate-resistant prostate cancer: a call for
improved guidance on clinical management. World J Urol.
2016;34(11):1505-1513.

Umbehr MH, Miintener M, Hany T, Sulser T, Bachmann LM. The
role of 11C-choline and 18F-fluorocholine positron emission
tomography (PET) and PET/CT in prostate cancer: a systematic
review and meta-analysis. Eur Urol. 2013;64(1):106-117.

Liede A, Arellano J, Hechmati G, Bennett B, Wong S. Interna-
tional prevalence of nonmetastatic (MO0) castration-resistant pros-
tate cancer (CRPC). J Clin Oncol. 2013;31(suppl 15):e16052.
Gillessen S, Attard G, Beer T, et al. Management of patients with
advanced prostate cancer: the report of the advanced prostate
cancer consensus conference APCCC 2017. Eur Urol. 2018;
73(2):178-211.

Freedland SJ, Humphreys EB, Mangold LA, et al. Risk of prostate
cancer specific mortality following biochemical recurrence after
radical prostatectomy. JAMA. 2005;294(4):433-439.

Lin C, Gray P, Jemal A, Efstathiou J. Androgen deprivation with
or without radiation therapy for clinically node-positive prostate
cancer. J Natl Cancer Inst. 2015;107(7):7.

Warde P, Mason M, Ding K, et al. Combined androgen depriva-
tion therapy and radiation therapy for locally advanced prostate
cancer: a randomised, phase 3 trial. Lancet. 2011;378(9809):
2104-2111.


https://www.cancer.gov.co/files/libros/archivos/Pr&oacute;stata
https://www.cancer.gov.co/files/libros/archivos/Pr&oacute;stata
http://.
https://www.argentina.gob.ar/programas-nacionales-de-prevencion-y-control-del-cancer
https://www.argentina.gob.ar/programas-nacionales-de-prevencion-y-control-del-cancer
http://.
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.minsal.cl/wp-content/uploads/2015/09/C&aacute;ncer-de-pr&oacute;stata-en-personas-de-15-a&ntilde;os-y-m&aacute;s-Documento-Actualizado-2015.pdf
https://www.mspas.gob.gt/
http://.
https://www.salud.gob.ec/
https://www.minsalud.gob.bo/
http://www.socargcancer.org.ar/publicaciones/2011_incidencia-de-cancer-en-la-argentina-entre-2003-y-2007.pdf
http://www.socargcancer.org.ar/publicaciones/2011_incidencia-de-cancer-en-la-argentina-entre-2003-y-2007.pdf
http://www.socargcancer.org.ar/publicaciones/2011_incidencia-de-cancer-en-la-argentina-entre-2003-y-2007.pdf
http://.

Cancer Control

51.

52.

53.

54.

55.

56.

57.

58.

59.

Moul JW, Wu H, Sun L, et al. Early versus delayed hormonal
therapy for prostate specific antigen only recurrence of prostate
cancer after radical prostatectomy. J Urol. 2004;171(3):1141-1147.
Studer UE, Whelan P, Wimpissinger F, et al. Differences in time
to disease progression do not predict for cancer-specific survival
in patients receiving immediate or deferred androgen-deprivation
therapy for prostate cancer: final results of EORTC randomized
trial 30891 with 12 years of follow-up. Eur Urol. 2014;66(5):
829-838.

Tombal B. Non-metastatic CRPC and asymptomatic metastatic
CRPC: which treatment for which patient? Ann Oncol. 2012;
23(suppl 10):x251-x258.

Dale W, Hemmerich J, Bylow K, Mohile S, Mullaney M, Stadler
WM. Patient anxiety about prostate cancer independently predicts
early initiation of androgen deprivation therapy for biochemical
cancer recurrence in older men: a prospective cohort study. J Clin
Oncol. 2009;27(10):1557-1563.

Smith M, Kabbinavar F, Saad F, et al. Natural history of rising
serum prostate-specific antigen in men with castrate nonmeta-
static prostate cancer. J Clin Oncol. 2005;23(13):2918-2925.
Pound CR, Partin AW, Eisenberger MA, Chan DW, Pearson JD,
Walsh P. Natural history of progression after PSA elevation fol-
lowing radical prostatectomy. JAMA. 1999;281(17):1591-1597.
Antonarakis ES, Feng Z, Trock BJ, et al. The natural history of
metastatic progression in men with prostate-specific antigen
recurrence after radical prostatectomy: long-term follow up. BJU
Int. 2012;109(1):32-39.

Crawford ED, Koo PJ, Shore N, et al. A clinician’s guide to next
generation imaging in patients with advanced prostate cancer
(RADAR 1II). J Urol. 2019;2019(4):682-692. doi:10.1016/j.
juro.2018.05.164.

Gorin MA, Rowe SP, Patel HD, et al. Prostate specific membrane
antigen targeted 18F-DCFPyL positron emission tomography/
computerized tomography for the preoperative staging of high

60.

61.

62.

63.

64.

65.

66.

67.

risk prostate cancer: results of a prospective, phase II, single
center study. J Urol. 2018;199(1):126-132.

Perera M, Papa N, Christidis D, Wetherell D, et al. Sensitivity,
specificity, and predictors of positive 68Ga-prostate-specific
membrane antigen positron emission tomography in advanced
prostate cancer: a systematic review and meta-analysis. Eur Urol.
2016;70(6):926-937.

Corfield J, Perera M, Bolton D, Lawrentschuk N. 68Ga-
prostate specific membrane antigen (PSMA) positron emission
tomography (PET) for primary staging of high-risk prostate
cancer: a systematic review. World J Urol. 2018;36(4):
519-527.

Smith M, Saad F, Chowdhury S, et al. Apalutamide treatment and
metastasis-free survival in prostate cancer. N Engl J Med. 2018,;
378(15):1408-1418.

Hussain M, Fizazi K, Saad F, et al. Enzalutamide in men with
nonmetastatic, castration-resistant prostate cancer. N Engl J Med.
2018;378(26):2465-2474.

Fizazi K, Shore N, Tammela T, et al. Darolutamide in nonmeta-
static, castration-resistant prostate cancer. N Engl J Med. 2019;
380(13):1235-1246. doi:10.1056/nejmoal815671.

Xie W, Regan MM, Buyse M, et al. Metastasis-free survival is a
strong surrogate of overall survival in localized prostate cancer.
J Clin Oncol. 2017;35(27):3097-3104.

Mori A, Hashimoto K, Koroki Y, Wu DB, Masumori N. The
correlation between metastasis-free survival and overall survival
in non-metastatic castration resistant prostate cancer patients from
the medical data vision claims database in Japan. Curr Med Res
Opin. 2019;35(10):1745-1750. doi:10.1080/03007995.2019.
1619543.

Smith MR, Mehra M, Nair S, Lawson J, Small EJ. Relationship
between metastasis-free survival and overall survival in patients
with nonmetastatic castration-resistant prostate cancer. Clin Gen-
itourin Cancer. 2019:S1558-7673(19)30334-9. doi:10.1016/j.
clge.2019.10.030.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 266
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 175
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50286
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 266
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 175
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50286
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 900
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 175
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50286
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /Description <<
    /ENU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 9
      /MarksWeight 0.125000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
  /SyntheticBoldness 1.000000
>> setdistillerparams
<<
  /HWResolution [288 288]
  /PageSize [612.000 792.000]
>> setpagedevice


