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Trends in Incidence and 5-Year Mortality in Men With Newly
Diagnosed, Metastatic Prostate Cancer—A Population-Based
Analysis of 2 National Cohorts
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BACKGROUND: Early detection has increased prostate cancer (PCa) incidence. Randomized trials have demonstrated that early
detection reduces the incidence of de novo metastatic PCa. Concurrently, life-prolonging treatments have been introduced for
patients with advanced PCa. On a populations-based level, the authors analyzed whether early detection and improved treatments
changed the incidence and 5-year mortality of men with de novo metastatic PCa. METHODS: Men diagnosed with PCa during the
periods 1980 to 2011 and 1995 to 2011 were identified in the US Surveillance, Epidemiology, and End Results (SEER) program and the
Danish Prostate Cancer Registry (DaPCaR), respectively, and stratified according to period of diagnosis. Age-standardized incidence
rates were calculated. Five-year mortality rates for de novo metastatic PCa were analyzed using competing risk analysis. RESULTS:
Totals of 426,266 and 47,024 men were identified in SEER and DaPCaR, respectively. Of these, 29,555 and 6874 had de novo meta-
static PCa. The incidence of de novo metastatic PCa decreased (from 12.0 to 4.4 per 100,000 men) in the SEER cohort (1980-2011),
whereas it increased (from 6.7 to 9.9 per 100,000 men) in the DaPCaR cohort (1995-2011). Five-year PCa mortality in the SEER cohort
was stable for men diagnosed with de novo metastatic PCa from 1980 to 1994 and increased slightly in the latest periods studied
(P<.0001), whereas it decreased by 16.6% (P <.0001) in the DaPCaR cohort. CONCLUSIONS: Despite earlier detection, de novo meta-
static PCa remains associated with a high risk of 5-year disease-specific mortality. The reduced 5-year PCa mortality in the Danish
cohort is largely explained by lead-time. Early detection strategies do indeed decrease the incidence of de novo metastatic PCa, as
observed in the SEER cohort. This achievement, however, must be weighed against the unsolved issue of overdetection and overtreat-
ment of indolent PCa. [See editorial on pages 000-000, this issue.] Cancer 2018;000:000-000. © 2078 American Cancer Society.
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INTRODUCTION

Patients with de novo metastatic prostate cancer (PCa) have a high risk of disease-specific mortality.l’2 An important ratio-
nale for the early detection of PCa is to reduce the incidence of de novo metastatic disease as a preliminary step toward a
reduction in PCa-specific mortality. The rising incidence of PCa observed in western countries has mainly been driven by
an increased use of prostate-specific antigen (PSA) testing.3 In the United States, PSA-based early detection of PCa
increased during the late 1980s, and PSA screening was recommended from the 1990s until 2012.%° In Denmark, PSA-
based early detection programs have never been recommended; however, laboratory data and trends in the incidence of
PCa suggest that the use of PSA testing increased in the early 2000s.%7 Although the effect of PSA-based early detection
on PCa-specific mortality is still under debate, early detection has significantly increased the number of men diagnosed
with localized and locally advanced disease.®'° Randomized clinical trials (RCTs) investigating PSA-screening have dem-
onstrated a reduction in the incidence of de novo metastatic PCa, but this has not been investigated in large, population-
based studies."’
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TABLE 1. Baseline Characteristics of Men With De Novo Metastatic Prostate Cancer Included in Survival

Analysis

No. of Men (%)

Year of diagnosis 1980-1984 1985-1989 1990-1994 1995-1999 2000-2004 2005-2009%
Total no.
SEER 5910 6593 5668 3481 3121 2657
DaPCaR 1518 2204 2411
SEER
Age: Median [IQR], y 73.0 [67.0-80.0] 74.0 [67.0-80.0] 74.0 [68.0-81.0] 74.0 [67.0-81.0] 75.0 [66.0-82.0] 76.0 [65.0-83.0]
DaPCaR
Age: Median [IQR], y 74.2 [67.4-79.2] 73.8 [67.3-79.6] 73.2 [66.1-79.3]
PSA: Median [IQR], ng/mL 320 [76-676] 179 [57-500] 146 [46-500]
SEER
GS? n (%% n (%% n (%% n (%% n (%% n (%%
<7 1872 (45.4) 2239 (43.6) 1994 (35.2) 950 (38.5) 501 (23.5) 107 (6.1)
7-10 - - - - 710 (33.3) 1660 (93.3)
>8 2251 (54.6) 2895 (56.4) 2458 (43.4) 1515 (61.5) 919 (43.1) —
NA 4123 (30.2) 1459 (22.1) 1216 (21.5) 1016 (29.2) 991 (31.8) 890 (33.5)
DaPCaR?®
GS? n (%% n (%% n (%%
<6 162 (15.9) 333 (16.4) 161 (6.8)
7 366 (35.9) 630 (30.9) 595 (25.1)
>8 491 (48.2) 1073 (52.7) 1618 (68.2)
NA 499 (32.9)° 168 (7.6)° 37 (1.5)°
PSA, ng/mL® n (%**) n (%**) n (%**)
<20 27 (8.3) 115 (10.3) 167 (12.7)
20 to <100 62 (19.1) 326 (29.1) 381 (28.9)
>100 235 (72.5) 678 (60.6) 772 (58.5)
NA 1194 (78.7) 1085 (49.2) 1091 (45.3)

Abbreviations: DaPCaR, Danish Prostate Cancer Registry; GS, Gleason score; IQR, interquartile range; NA, not available; PSA, prostate-specific antigen;
SEER, Surveillance, Epidemiology, and End Results program of the National Cancer Institute; SD standard deviation.

2Data are from SEER 2005-2008).
P Data are from those who had a valid GS.
°Data are from those who had a valid PSA.

The main objective of the early detection of PCa is
to decrease PCa-specific mortality. Concurrent with the
dramatic changes in the incidence of PCa, life-prolonging
treatment options for men with metastatic and castration-
resistant PCa have been introduced.'>'® Moreover, an
optimized use of androgen-deprivation therapy and che-
motherapy, better palliation, and improved management
of comorbidities must be expected to improve the survival
of contemporary men diagnosed with de novo metastatic
PCa compared with their historic counterparts.'*'

To investigate the impact of changes in early detec-
tion strategies and improved PCa care on incidence and
mortality in men with de novo metastatic PCa, we ana-
lyzed data in 2 population-based cohorts from Denmark
and the United States.

MATERIALS AND METHODS

All incident cases of PCa (International Classification of
Diseases code 61.9), census population estimates, and sur-
vival data for the period from 1980 to 2011 were retrieved
from the Surveillance, Epidemiology, and End Results
(SEER) 9-registries (SEER 9) database.!” Patients were
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followed from 1980 until death or December 31, 2013.
Because the Danish population is comprised of 93.8%
native white Danes, and most non-native Danes originate
from Western European or Middle Eastern countries, the
SEER data were restricted to include white men only, of
which SEER 9 covers an estimated 8.7% of the total US
population.'®'? From the Danish Prostate Cancer Regis-
try (DaPCaR), all Danish men diagnosed with PCa in the
period from 1995 to 2011 were identified. Patients were
followed from 1995 until death or April 28, 2015.%° To
calculate incidence rates, age-specific population figures
were retrieved from Statistics Denmark.'® Age, Gleason
score (GS), PSA level (DaPCaR only), and tumor stage at
diagnosis were retrieved for all patients diagnosed with de
novo metastatic disease. In SEER, TNM classification was
derived using several editions (depending on the period of
diagnosis) of the TNM staging manual in the SEER*Stat
tool (version 8.3.2; SEER Program, National Cancer
Institute, Bethesda, MD) (Supporting Table 1). In the
DaPCaR, tumors were classified as localized, regionally
advanced, or distant metastatic until 2004. Since then the
TNM (International Classification of Diseases, 10th
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Figure 1. Age standardized incidence rates are illustrated.
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SEER, Surveillance, Epidemiology, and End Results program of the National Cancer Institute.

Edition) classification system has been used as previously
described.”® All men were stratified in 5-year to 7-year
intervals according to the year of diagnosis. Trends in the
age-standardized (World Health Organization world pop-
ulation) incidence rates of de novo metastatic and other-
stage PCa from both cohorts were analyzed.

One-way analyses of variance and chi-square tests
were used to compare numerical and categorical baseline
data, respectively. Median overall survival (OS) was calcu-
lated using Kaplan-Meier estimates and compared using
the log-rank test. Fine and Gray 5-year cumulative PCa-
specific and other-cause mortality were calculated in a
competing risk setting with PCa-specific and other-cause
death treated as competing events. For complete 5-year
follow-up, the SEER and DaPCaR cohorts were truncated
in 2008 and 2009 (year of diagnosis), respectively. IBM
SPSS Statistics 22 (IBM Corporation, Armonk, NY) and
RStudio (version 3.0.2; RStudio Inc, Boston, MA) were
used for analysis.”" This study was approved by the Dan-
ish National Data Protection Agency (file 2012-41-
0390), the Danish Health and Medicines Authority (file
3-3013-858/1/), and the ethical committee of the Capital
Region of Denmark (protocol H-4-2014-FSP).

RESULTS

In total, 426,266 and 47,024 men diagnosed with PCa
were identified in the SEER 9 and DaPCaR databases,
respectively. Among these, 29,555 men in SEER and
6874 in DaPCaR had de novo metastatic disease.

Cancer  Month 00, 2018

Baseline characteristics are provided in Table 1. In
the SEER cohort, the median age at diagnosis of de novo
metastatic PCa increased over time from 73.0 years (inter-
quartile range [IQR], 67.0-80.0 years) to 76.0 years
(IQR, 65.0-83.0 years; P<.0001). In the DaPCaR
cohort, the median age at diagnosis decreased from 74.2
years (IQR, 67.4-79.2 years) to 73.2 years (IQR, 66.1-
79.3 years; P =.052). In the DaPCaR cohort, when PSA
levels were available, the median PSA level at diagnosis
decreased from 320ng/mL (IQR, 75-675ng/mL) to
145 ng/mL (IQR, 46-500 ng/mL; P < .0001). Also in the
DaPCaR cohort, there was a significant increase in the rel-
ative proportion of men diagnosed with GS >8 disease
(from 48.2% to 68.2%) (Table 1) was observed. In the
SEER cohort, there may have been a similar trend, but
variations in the reporting of GS made it less certain. In
total, 255 men (0.9%) in the SEER cohort and 48 (0.8%)
in the DaPCaR cohort (with de novo metastatic PCa)
underwent radical prostatectomy, and 4860 patients with
de novo metastatic PCa (16.4%) in the SEER cohort
received external-beam radiation, including palliative
radiation of bony metastases. Data regarding nonsurgical
treatment were unavailable in the DaPCaR database.

Incidence of De Novo Metastatic PCa

Over time, the overall incidence of PCa increased signifi-
cantly in both cohorts (Fig. 1, Table 2).” The proportion
of men diagnosed with de novo metastatic PCa relative to
the overall incidence decreased substantially in both
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TABLE 2. Yearly Incidence and Prostate Cancer-Specific Mortality Rates

Yearly Incidence and Mortality

Variable 1980-1984 1985-1989 1990-1994 1995-1999 2000-2004 2005-2011
Incidence per y
SEER, total count 6626 9017 15,758 14,529 16,173 16,536
DaPCaR, total count 1498 2307 4000
SEER, as 67.2 83.7 136.8 121.9 128.2 115.2
DaPCaR, as 32.9 50.9 88.9
M+ incidence per y
SEER, total count 1182 1319 1134 696 624 683
DaPCaR, total count 304 441 450
SEER, as 12.0 12.3 9.7 5.5 45 4.4
DaPCaR, as 6.7 9.7 9.9
PCa-specific mortality rate per y, %
USA? 17.8 18.8 20.3 17.4 14.2 14.5
Denmark® 19.6 19.7 18.4

Abbreviations: as, age-standardized incidence rates per 100,000 males (World Health Organization world standard population); DaPCaR, Danish Prostate Can-
cer Registry; M+, metastatic; PCa, prostate cancer; SEER, Surveillance, Epidemiology, and End Results program of the National Cancer Institute.

2Rates are for white men (World Health Organization world population age standardized).

® Rates are based on data from NORDCAN (World Health Organization world population age standardized; see Engholm 20167).

TABLE 3. Five-Year Mortality in Men Diagnosed With De Novo Metastatic Prostate Cancer

5-Year PCa-Specific Mortality

5-Year Other Cause Mortality

5-Year Overall Mortality

(95% Cl) (95% Cl) (95% Cl)

Period of Diagnosis SEER DaPCaR SEER DaPCaR SEER DaPCaR
1980-1984 54.4 (53.1-55-6) — 25.6 (24.5-26.7) — 80.0 (78.9-81.0) -
1985-1989 56.1 (54.9-57.3) — 24.4 (23.3-25.4) — 80.4 (79.5-81.4) -
1990-1994 54.2 (52.9-55.5) — 23.3 (20.2-22.9) — 77.4 (76.3-78.5) -
1995-1999 57.0 (55.4-58.7) 73.4 (71.2-75.6) 21.5 (20.2-22.9) 11.3 (9.7-12.9) 78.5 (77.2-79.9) 84.8 (82.9-86.6)
2000-2004 59.2 (57.5-60.0) 65.4 (63.4-67.4) 20.8 (19.4-22.2) 14.6 (13.1-16.0) 80.0 (78.6-81.4) 80.0 (78.3-81.6)
2005-20092 61.0 (59.2-62.9) 56.8 (54.8-58.8) 19.4 (17.9-20.9) 16.4 (15.0-17.9) 80.5 (78.9-82.0) 73.2 (71.4-75.0)
Entire cohort 56.5 (55.9-57.1) 64.0 (62.8-65.2) 22.9 (22.4-23.4) 14.5 (13.6-15.4) 79.4 (78.9-79.9) 78.5 (77.4-79.5)

Abbreviations: Cl, confidence interval; DaPCaR, Danish Prostate Cancer Registry; PCa, prostate cancer; SEER, Surveillance, Epidemiology, and End Results

program of the National Cancer Institute.
2Data are from SEER (2005-2008).

cohorts, from 17.8% to 4.1% (P < .0001) in the SEER
cohort and from 20.3% to 11.3% (P <.0001) in the
DaPCaR cohort. Although the age-standardized inci-
dence rate of men diagnosed with de novo metastatic PCa
decreased by 7.6 per 100,000 in the SEER cohort, it
increased by 3.2 per 100,000 in the DaPCaR cohort. Age-
standardized mortality rates from the United States and
Denmark are listed in Table 2.

Survival and Mortality

The median OS for all patients diagnosed with de novo
metastatic PCa during the study periods was similar in the
2 cohorts (SEER: median OS, 24.0 months; 95% confi-
dence interval [CI], 23.6-24.4 months; DaPCaR: median
OS, 26.0 months; 95% CI, 25.2-26.8 months) (Support-
ing Table 2).

4

The 5-year overall mortality (OM) after diagnosis of
de novo metastatic PCa was 79.4% (95% CI, 78.9%-
79.9%) and 78.5% (95% CI, 77.4%-79.5%) in the
SEER and the DaPCaR cohorts, respectively (Table 3). In
the US cohort, 5-year OM decreased in patients who were
diagnosed during 1980 through 1994 and subsequently
increased in recent periods. Throughout the period stud-
ied, 5-year OM decreased in the Danish cohort (Table 3).

In the SEER cohort, 5-year PCa-specific mortality
was stable for patients who were diagnosed during 1980
through 1994 and increased from 54.2% (95% CI,
52.9%-55.5%) to 61.0% (95% CI, 59.2%-62.9%) when
comparing patients who were diagnosed during 1990
through 1994 with those who were diagnosed during 2005
through 2008 (2<.0001) (Table 3, Fig. 2). In the DaP-
CaR cohort, 5-year PCa-specific mortality significanty

Cancer  Month 00, 2018
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and End Results program of the National

decreased from 73.4% (95% CI, 71.2%-75.6%) to 56.8%
(95% CI, 54.8%-58.8%; P<.0001) over the period
studied.

DISCUSSION

We compared changes in PCa incidence and 5-year mor-
tality rates among men who were diagnosed with de novo
metastatic PCa in 2 population-based cohorts subjected
to different diagnostic strategies. In the United States, the
incidence rate peaked within a few years of approval of
PSA for screening, resulting in the detection of prevalent
and small incident cancers.* After the peak, the incidence
rate was stable for 2 decades before slightly decreasing in
the latest periods of the study (Fig. 1). The Danish
approach to early PSA-based detection has been more
conservative, and official guidelines have recommended
against population-based screening.”” Nonetheless, the
incidence of PCa in Denmark displays a pattern similar to
that observed in the United States, although it trails by 15
to 17 years.

In the SEER data, the incidence of de novo meta-
static PCa was relatively constant until 1994. The rather
dramatic decrease of 63% during 1995 through 1999
likely reflects the long-term impact of PSA-based early
detection strategies producing stage migration (Fig. 1,
Table 2).'" This is further supported by findings from a
large PSA screening trial (the European Randomised
Study of Screening for Prostate Cancer [ERSPC] trial), in
which the incidence rate ratio was reduced for de novo
metastatic PCa (0.60) with PSA screening.23 However,
this reduction has been accompanied by a dramatic

Cancer  Month 00, 2018

increase in the numbers of men diagnosed with low-stage
PCa, a large proportion of which have been low-risk to
intermediate-risk cancers with very limited lethal poten-
tial, thereby fueling the concerns of overdiagnosis and
overtreatment.>?
If the patterns of the temporal trends in Danish inci-
dences continue to mimic the American patterns, then we
anticipate a future decrease in the incidence of de novo
metastatic PCa in Denmark within a few years. The
marked decrease in the median PSA level at diagnosis of
de novo metastatic PCa supports this expectation. The
median OS in men with de novo metastatic was compara-
ble in the SEER and DaPCaR cohorts (24.0 vs 26.0
months, respectively), although with increased survival
from 2000 and later in the Danish cohort (Supporting
Table 2). This could be a consequence of lead time intro-
duced during the initial phases of early detection. Still, the
short median OS in both cohorts confirms that patients
with de novo metastatic PCa have very poor outcomes.
This median OS was lower than that in RCTs investigat-
ing patients with de novo metastatic PCa but was compa-
rable o the OS in a Swedish population-based
study.z’14’15’26 These differences in OS illustrate the
impact of patient selection in the outcomes of RCTs.
Parallel to an increase in OS, both 5-year OM and
PCa-specific mortality among men with de novo meta-
static PCa decreased in Denmark despite a relative
increase in the number of patients with poorly differenti-
ated tumors. This decrease is in contrast to the almost sta-
ble 5-year PCa-specific mortality rate observed in the
SEER data and may reflect the more aggressive detection
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strategies used in the United States before the PSA era
(Table 3, Fig. 2). The improvement in 5-year PCa-spe-
cific mortality may be explained by several factors. Lead
time, as proposed by others and supported by the
observed decreases in age and median PSA levels at diag-
nosis, is likely the primary reason." Other factors (includ-
ing improved management of comorbidities, improved
palliation, more frequent and refined use of androgen-
deprivation therapy, and the introduction of docetaxel in
2004 of 2005) may have contributed to the reduction in
5-year PCa-specific mortality."®'® It should be noted that
the last patients to be included in the 5-year mortality
analyses were diagnosed in 2008 and 2009, respectively;
and although, some might have benefitted from second-
line chemotherapy, very few have received novel, life-
prolonging treatment regimens such as abiraterone, enza-
lutamide, and early chemotherapy.'>'%!

In the SEER data, a significant reduction in the inci-
dence of de novo metastatic PCa was observed from 1995
onward (Fig. 1, Table 2). Somewhat paradoxically, during
that time, the 5-year PCa-specific mortality increased
(Table 3). There are several possible explanations for this
worsening in 5-year mortality. A portion of this change is
attributable to length-time bias, in which “would-be”
patients who have de novo metastatic PCa with a more
indolent natural history were detected before they devel-
oped metastatic disease and thus are removed from the de
novo metastatic category. Early detection strategies are
more prone to detect cancers with less aggressive features,
because they grow slowly with a consequent longer time
“at risk” for detection; whereas more aggressive tumors
grow fast and are more likely to become advanced before
detection.”” Therefore, it may be open to speculation
whether a long-standing early detection strategy results in
a de novo population in which the least aggressive PCa
tumors are removed, leaving behind a population of
patients who have more aggressive cancers with a higher
risk of PCa mortality. This observation is further sup-
ported by the DaPCaR data, in which the relative propor-
tion of patients harboring GS >8 disease has increased in
more recent years in parallel with increased early detec-
tion. Unfortunately, a similar analysis of temporal
changes in risk categories based on GS was not possible in
the SEER data, because GS was grouped into risk catego-
ries in early years and only recently was recorded as the
actual score on a case basis. In addition, over time, there
have been shifts in how Gleason scoring is practiced by
pathologists; however, most of the men included harbor
GS >8 disease, for which the histologic interpretation has
changed very little.”®

6

In the DaPCaR data, we observed that the incidence
of de novo metastatic PCa increased over time, probably
as a consequence of increased awareness of PCa stimulated
by opportunistic screening and increased use of surgery
and radiation therapy during the study period. Because
more individuals have undergone diagnostic workup,
more patients with low metastatic burden have been diag-
nosed with metastatic disease. The lower metastatic bur-
den at diagnosis corresponds with and likely explains the
observed reduction in 5-year PCa-specific mortality in
Denmark and the reduction in age and median PSA level
at diagnosis. Therefore, the improvement in PCa-specific
mortality in Denmark in more recent years is likely caused
in large part by lead-time bias.

In the SEER data, the decreased incidence of de
novo metastatic PCa parallels the decrease in PCa-specific
mortality after 1995 (from 20.3 per 100,000 during
1990-1994 to 14.2 per 100,000 during 2000-2004), and
it is logical to speculate whether the reduced mortality is
caused directly by fewer men having metastases at diagno-
sis (Table 2). Although this explanation is likely, other
causes (such as better treatments for localized and/or
locally advanced disease and refined therapy/management
of advanced disease) could account for some of the
improvements in mortality. However, efforts to model
PCa mortality patterns in the United States strongly sug-
gest that screening and early detection, with a subsequent
decrease in de novo metastatic PCa, account for much of
the improvement in mortality.*”

The strength of our study is its population-based
design. The 2 large populations were retrieved from vali-
dated registries.30 However, this is a retrospective analysis
with obvious limitations. Except for information in both
cohorts about the use of radical prostatectomy, data on
the use of both radiotherapy and pharmacologic agents
are missing. Also, the cause of diagnosis (screening, symp-
toms, other), metastatic burden at diagnosis, and PSA
data (in SEER) were unavailable. More exact knowledge
could strengthen the conclusions regarding the impact of
PSA-based early detection strategies. Moreover, in the
early years of the study, imaging modalities to detect met-
astatic disease were restricted to bone x-ray, conventional
bone scintigraphy, and computerized tomography scans
of the abdomen and chest. Newer and more sensitive
imaging modalities (18F-sodium fluoride—positron emis-
sion tomography, magnetic resonance imaging, etc) have
been used in more recent years, resulting in the diagnosis
of more patients who have metastatic disease with fewer
and smaller metastases (ie, oligo-metastatic disease). This
may have introduced lead-time bias in more recent years
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in patients with de novo metastatic PCa. Although we do
not have exact figures available, it is likely that new and
more sensitive imaging modalities have been introduced
into the diagnostic workup earlier in the United States.
The relatively high incidence of de novo metastatic PCa
during the early periods of the study may in part be a
reflection of this. However, if M-classification in the
United States remains more sensitive than the classifica-
tion used in Denmark, then the finding that the US de
novo metastatic incidence is one-half that of the Danish
incidence only strengthens our conclusion that the reduc-
tion over time in de novo metastatic disease is indeed a
consequence of early detection.

Conclusions

We investigated the incidence and survival of patients
with de novo metastatic PCa over time and acknowledge
that the diagnosis of metastatic disease and survival
depend on the frequency and sensitivity of metastatic
workup. Very likely, lead-time, length-time, and stage
migration biases affect the composition and outcomes of
this population. Data from SEER reveal marked reduc-
tions in the number of men presenting with de novo met-
astatic PCa and in PCa mortality after the widespread
introduction of PSA-based early detection, strongly sug-
gesting that the diagnostic strategy used led to decreased
de novo metastatic disease and mortality. In Denmark,
decreases in mortality and in the number of men with de
novo metastatic PCa have not been observed. However,
strong trends in Denmark, including a marked decrease in
the median PSA level at diagnosis of de novo metastatic
PCa, strongly suggest that there is an impending stage
shift in Denmark, likely because of lead time caused by
the increased use of PSA testing. A comparison of the US
and Danish populations with novo metastatic disease
reveals an increasing similarity in epidemiology, sugges-
ting that a decline in PCa-specific mortality in Denmark
is imminent.

FUNDING SUPPORT

This work was supported by the IMK General Foundations
(30206-304), the Gangsted Foundation (R408-A27664), the Capi-
tal Region of Denmark’s Fund for Health Research, and the Ing-
Britt and Stig Martensson Foundation.

CONFLICT OF INTEREST DISCLOSURES

John T Helgstrand reports travel, accommodation, and registration
expenses from Janssen Pharmaceuticals, Ipsen Pharma, and Astellas
Pharma and personal fees from Janssen Pharmaceuticals. Martin A.
Reder reports travel, accommodation, and registration expenses
from Janssen Pharmaceuticals and Astellas Pharma and personal

Cancer  Month 00, 2018

fees from Janssen Pharmaceuticals, Astellas Pharma, Sanofi-
Aventis, and Eli-Lilly. Nina Klemann reports travel, accommoda-
tion, and registration expenses from Janssen Pharmaceuticals, Ipsen
Pharma, and Astellas Pharma. Klaus Brasso reports travel, accom-
modation, and registration expenses from Sanofi and Astellas
Pharma and personal fees from Sanofi-Aventis, Bayer Pharma,
Astellas Pharma, and Janssen Pharmaceuticals. Peter Iversen reports
travel, accommodation, and registration expenses covered by Astel-
las Pharma, Janssen Pharmaceuticals, Bayer Pharma, and Ipsen and
personal fees from Astellas Pharma, Medivation, and Janssen Phar-
maceuticals. The remaining authors made no disclosures.

AUTHOR CONTRIBUTIONS

John T. Helgstrand: Funding acquisition, conceptualization and
design, writing—original draft, data collection, data analyses, inter-
pretation of data, and project administration. Martin A. Reder:
Conceptualization and design, writing—review and editing, supervi-
sion, data collection, interpretation of data, and project administra-
tion. Nina Klemann: Writing—review and editing, data collection,
and interpretation of data. Birgitte G. Toft: Writing—review and
editing, data collection, and interpretation of data. Daphne Y.
Lichtensztajn: Writing—review and editing, data collection, data
analyses, and interpretation of data. James D. Brooks: Writing—
review and editing, supervision, data collection, and interpretation
of data. Klaus Brasso: Conceptualization and design, writing—
review and editing, supervision, interpretation of data. Ben Vainer:
Writing—review and editing, supervision, data collection, and inter-
pretation of data. Peter Iversen: Conceptualization and design,
writing—review and editing, supervision, and interpretation of data.
John T. Helgstrand had full access to all data in the study and takes
responsibility for the integrity of the data and the accuracy of the
data analysis. All authors approved the final article and the decision
to submit it for publication.

REFERENCES

1. Berg KD, Thomsen FB, Mikkelsen MK, et al. Improved survival for
patients with de novo metastatic prostate cancer in the last 20 years.
Eur ] Cancer. 2017;72:20-27.

2. Tangen CM, Hussain MHA, Higano CS, et al. Improved overall
survival trends of men with newly diagnosed M1 prostate cancer: a
SWOG phase IIT trial experience (58494, S8894 and S9346).
J Urol. 2012;188:1164-1169.

3. Potosky AL, Miller BA, Albertsen PC, Kramer BS. The role of
increasing detection in the rising incidence of prostate cancer.
JAMA. 1995;273:548-552.

4. Stamey TA, Yang N, Hay AR, McNeal JE, Freiha FS, Redwine E.
Prostate-specific antigen as a serum marker for adenocarcinoma of
the prostate. N Engl | Med. 1987;317:909-916.

5. Moyer V, US Preventive Services Task Force. Screening for prostate
cancer: US Preventive Services Task Force recommendation state-
ment. Ann Intern Med. 2012;157:120-134.

6. Mukai TO, Bro F, Pedersen KV, Vedsted P. [Use of prostate-specific
antigen testing]. Ugeskr Laeger. 2010;172:696-700.

7. Engholm G, Ferlay J, Christensen N, et al. NORDCAN: Cancer
Incidence, Mortality, Prevalence and Survival in the Nordic Coun-
tries, Version 7.3. Association of the Nordic Cancer Registries.
Copenhagen, Denmark: Danish Cancer Society; 2016.

8. Schroder FH, Hugosson J, Roobol M]J, et al. Screening and prostate
cancer mortality: results of the European Randomised Study of
Screening for Prostate Cancer (ERSPC) at 13 years of follow-up.
Lancet. 2014;384:2027-2035.

9. Andriole GL. Update of the Prostate, Lung, Colorectal, and Ovarian
Cancer screening trial. Recent Results Cancer Res. 2014:202:53-57.



Original Article

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

Ohmann EL, Loeb S, Robinson D, Bill-Axelson A, Berglund A,
Stattin P. Nationwide, population-based study of prostate cancer
stage migration between and within clinical risk categories. Scand ]|
Urol. 2014;48:426-435.

Bokhorst LP, Zappa M, Carlsson SV, et al. Correlation between
stage shift and differences in mortality in the European Randomised
Study of Screening for Prostate Cancer (ERSPC). BJU Inz. 2016;
118:677-680.

Roviello G, Sigala S, Sandhu S, et al. Role of the novel generation
of androgen receptor pathway targeted agents in the management of
castration-resistant prostate cancer: a literature based meta-analysis of
randomized trials. Eur | Cancer. 2016;61:111-121.

Berthold DR, Pond GR, Soban F, de Wit R, Eisenberger M,
Tannock IF. Docetaxel plus prednisone or mitoxantrone plus predni-
sone for advanced prostate cancer: updated survival in the TAX 327
study. / Clin Oncol. 2008;26:242-245.

Sweeney CJ, Chen YH, Carducci M, et al. Chemohormonal therapy
in metastatic hormone-sensitive prostate cancer. N Engl | Med.
2015;373:737-746.

James ND, Sydes MR, Clarke NW, et al. Addition of docetaxel,
zoledronic acid, or both to first-line long-term hormone therapy in
prostate cancer (STAMPEDE): survival results from an adaptive,
multiarm, multistage, platform randomised controlled trial. Lancet.
2016;387:1163-1177.

Helgstrand JT, Berg KD, Lippert S, Brasso K, Reder MA. System-
atic review: does endocrine therapy prolong survival in patients with
prostate cancer? Scand | Urol. 2016;50:135-143.

Scosyrev E, Messing J, Noyes K, Veazie P, Messing E. Surveillance
Epidemiology and End Results (SEER) program and population-
based research in urologic oncology: an overview. Urol Oncol. 2012;
30:126-132.

Danmarks Statistik [Statistics Denmark]. Available at: www.statistikbanken.
dk/. Accessed May 5, 2017.

National Cancer Institute. Number of persons by race and Hispanic
ethnicity for SEER participants (2010 Census data). Bethesda, MD:
National Cancer Institute; 2017. Available at: https://seer.cancer.gov/
registries/data.html. Accessed January 1, 2018.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Helgstrand ], Klemann N, Reder MA, et al. Danish Prostate Cancer
Registry—methodology and early results from a novel national data-
base. Clin Epidemiol. 201658:351-360.

RStudio Team. Rstudio: Integrated Development for R. Boston,
MA: RStudio, Inc; 2015. Available at: http://www.rstudio.com/.
Accessed October 12, 2017.

Danish Urological Cancer Group. National Guidelines on Diagnostics and
Treatment of Prostate Cancer. Copenhagen, Denmark: Danish Urological
Cancer Group; 2017. Available at: hetp://ducg.dk/fileadmin/www.ducg.dk/
Prostatacancer/KI._retningslinjer/2017/DUCGs_nationale_retningslinjer_for_
diagnostik_og_behandling_af prostatacancer_2016.pdf. Accessed August 23,
2017.

Buzzoni C, Auvinen A, Roobol MJ, et al. Metastatic prostate cancer
incidence and prostate-specific antigen testing: new insights from the
European Randomized Study of Screening for Prostate Cancer. Eur
Urol. 2015;68:885-890.

Shen X, Kumar P. Trade-off between treatment of early prostate
cancer and incidence of advanced prostate cancer in the prostate
screening era. J Urol. 2016;195:1397-1402.

Helgstrand JT, Roder MA, Klemann N, et al. Diagnostic characteris-
tics of lethal prostate cancer. Eur J Cancer. 2017;84:18-26.

Berglund A, Garmo H, Tishelman C, Holmberg L, Stattin P,
Lambe M. Comorbidity, treatment and mortality: a population
based cohort study of prostate cancer in PCBaSe Sweden. / Urol.
2011;185:833-839.

Welch HG, Gorski DH, Albertsen PC. Trends in metastatic breast
and prostate cancer—lessons in cancer dynamics. N Engl | Med.
2015;373:1685-1687.

Epstein JI, Allsbrook WC, Amin MB, Egevad LL, ISUP Grading
Committee. The 2005 International Society of Urological Pathology
(ISUP) consensus conference on Gleason grading of prostatic carci-
noma. Am | Surg Pathol. 2005;29:1228-1242.

Etzioni R, Gulati R, Falcon S, Penson DF. Impact of PSA screening on
the incidence of advanced stage prostate cancer in the United States: a sur-
veillance modeling approach. Med Decis Mak. 2008;28:323-331.

Carter JL, Coletti RJ, Harris RP. Quantifying and monitoring over-
diagnosis in cancer screening: a systematic review of methods [serial

online]. BMJ. 2015;350:g7773.

Cancer  Month 00, 2018


http://www.statistikbanken.dk/
http://www.statistikbanken.dk/
https://seer.cancer.gov/registries/data.html
https://seer.cancer.gov/registries/data.html
http://www.rstudio.com/
http://ducg.dk/fileadmin/www.ducg.dk/Prostatacancer/Kl._retningslinjer/2017/DUCGs_nationale_retningslinjer_for_diagnostik_og_behandling_af_prostatacancer_2016.pdf
http://ducg.dk/fileadmin/www.ducg.dk/Prostatacancer/Kl._retningslinjer/2017/DUCGs_nationale_retningslinjer_for_diagnostik_og_behandling_af_prostatacancer_2016.pdf
http://ducg.dk/fileadmin/www.ducg.dk/Prostatacancer/Kl._retningslinjer/2017/DUCGs_nationale_retningslinjer_for_diagnostik_og_behandling_af_prostatacancer_2016.pdf

