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Increased risk of fatal prostate cancer may
explain the rise in mortality in the Netherlands

Piet N Post,? Huub Straatman,® Lambertus ALM Kiemeney“d and Jan-Willem W Coebergh®®

Background

Several lines of evidence suggest that, as a result of improved diagnostic tech-

niques, the increase in incidence of prostate cancer is due largely to increased
detection of subclinical cases. Between 1971 and 1989, a considerable increase
in incidence was found in Southeastern Netherlands among men aged under
60 years without an improvement in prognosis. We hypothesized that in addition
to the increase due to increased detection, a genuine increase in incidence has
occurred in the last two decades and that this should be reflected in national
mortality rates.

Age-specific and age-adjusted mortality rates were calculated to determine whether

mortality due to prostate cancer continued to increase after 1990. Using log-
linear Poisson modelling according to Clayton and Schifflers, we estimated the
contribution of period and cohort effects to prostate cancer mortality between

The age-adjusted mortality increased from 22 in 1955-1959 to 33 per 10° in 1990—

1994 (European standardized rate). For men under 65, the rates stabilized after
1989. The age-cohort model fitted the data better than the age-period model.
Therefore, the increase in mortality can be explained largely by the increasing risk
for successive birth cohorts for men born until 1930. However, more frequent
reporting of prostate cancer as the underlying cause of death (partly attributable
to a decline in competing causes of death) may have occurred as well.

Our findings suggest an increased risk of fatal prostate cancer in The Netherlands
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The incidence of prostate cancer has increased considerably
over the past decades in most industrialized countries,! in-
cluding The Netherlands.?> Mortality rates for prostate cancer
have increased to a lesser extent.2 More than 6300 cases of
prostate cancer are now detected annually in The Netherlands,
whereas the number of deaths due to prostate cancer amounted
to 2374 in 1994.3 An increase in mortality due to prostate
cancer was found in consecutive birth cohorts, on the basis of
mortality data up to 1989.% The prognosis for prostate cancer
patients has improved in several countries, e.g. the US® and
Sweden,® presumably due to earlier diagnosis and increased
detection of preclinical cases.® In Southeastern Netherlands,
the overall 5-year relative survival improved slightly, but it
declined for patients aged 40-59 from 65% (95% CI: 47-83%)
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in 1975-1979 to 48% (95% CI:34-62%) in 1985-1989.7 A
decline in survival of prostate cancer patients below 60 years
was also observed in other countries in this period, e.g. in
Sweden.® We hypothesized that a real increase in risk may have
occurred in the 1980s in the most recent birth cohorts, i.e. men
born between 1920 and 1935. We chose to analyse mortality
data, because trends in mortality due to prostate cancer are less
likely to be influenced by changes in diagnostic procedures than
trends in the incidence. In addition to calculation of age-specific
and age-adjusted mortality trends, we performed an age-
period-cohort analysis using national data up to 1994 to deter-
mine whether mortality due to prostate cancer continued to
increase after 1989 in The Netherlands and if this can be ex-
plained by either period or birth cohort effects.

Methods

The underlying cause of every death has been reported to
Statistics Netherlands since 1900. The number of men recorded
as having died of prostate cancer and the age-specific number of
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Table 1 Relationship between age, period and cohort. (For illustration, birth cohort 1900-1909 is shown in Italic)

Period
1955-1959 (1) 1960-1964 (2) 1965-1969 (3) 1970-1974 (4) 1975-1979 (5) 1980-1984 (6) 1985-1989 (7) (8)
18951904 (6)  1900-1909 (7) 1905-1914 (8) 1910-1919 (9) 1915-1924 (10) 1920-1929 (11) 1925-1934 (12) 1 13)
1890-1899 (5) 1895-1904 (6)  1900-1909 (7) 1905-1914 (8) 1910-1919 (9) 1915-1924 (10) 1920-1929 (11) (12)
B ( ),.. (5)”“éé‘su—iébziﬂ('é}”“'1'9“0'(‘);1'”05'(7)“ 1905-1914 (8) ‘,‘é.l.‘, 919 (9 )‘ 924 (1 0)” 11)
) 18831890 ) 1890-1899 (5) 19951908 (6 100-1909 () 1905-1914 8)  1910-1919 5) 19151924 (10
1880— 1889 (3) 1885 1894 (4) 1890-1899 (5) 1895-1904 (6)  1900— 1909 (7) 1905 1914( ) ( )
1) 1875-1884 (2)' 1880-1889 (3'}” i‘éééliéézi“('zi)m 'i'éé(r):l'éééu('su)” 1895-1904 (6)‘. 1900-1909 (7)' 1905-1914 (8)

Table 2 List of models fitted consecutively using methods described by

Clayton and Schifflers!%11

Models Equations of Values of
considered the model indices
Age (A) E[lnYa] =a, a=1,2,. 5,6
Age + Drift (AD) E[lnYa ] =a, +6p or p— 1 2 78

E[lnYaC]—a + Oc C—A a+p,c—1 13

Age + Period (AP) By, J=a,+m as before
Age + Cohort (AC) E[InY, ] =a, + T, as betore
Age g R S

Cohort (APC) E[InYapC] =a,+ T+ T, as before

The mortality rate Yap is fully specified as being the rate for age group a and
cohort ¢, since ¢ = A —a + p, where A is the number of age groups. The left-
hand side of the equation is the expected value of the natural log of the
mortality rate. The right-hand side of the equation is a linear combination of
the effects of some or all of the factors: age, period and cohort.

males in the Dutch population were abstracted from the annual
publications of Statistics Netherlands for the years 1955-
1994.8° Four revisions of the International Classifications of
Disease (ICD) were used in this period. In the Sixth and Seventh
Revisions, ICD code 177 was used as the definition for prostate
cancer, in the Eighth and Ninth Revisions ICD code 185. The
definitions for the two codes were essentially the same.

For statistical analysis, the number of deaths and the number
of males in The Netherlands were compiled into 5-year age
groups and 5-year calendar periods of death. Mortality rates
were calculated for these groups per 100 000 person-years.
We adjusted the rates for age according to the European Stand-
ard Population. Ages below 55 were ignored in the analysis,
because less than one per cent of prostate cancer deaths occur
in this group.3 The relation between the indexed age groups
(a = 1-6), periods (p = 1-8) and cohorts (¢ = 1-13) is shown
in Table 1. To estimate the separate effects of age (A), calendar
period (P) and birth cohort (C) on the trend in mortality, a
series of models containing the terms listed in Table 2 was fitted
sequentially, using the methods described by Clayton and
Schifflers.!%!! The GENMOD procedure of the statistical pack-
age SAS was used. To test the goodness-of-fit of the models with
the observed mortality rates and to test the models against one
another, deviances and differences of deviances with appro-
priate degrees of freedom were used.!%1! we allowed for extra
Poisson variation in the final AC model.!?

Results

The number of cases and person-years of all observations used
in the analyses are displayed in Table 3. The age-adjusted
mortality due to prostate cancer increased gradually from 22
in 1955-1959 to 26 in 1965-1969, stabilized in the early 1970s
and then further increased to 33 in 1990-1994 (Figure 1) The
increase occurred initially in all age groups, but after 1989 only
in the oldest age groups (Figure 2). The age-specific mortality
rate declined slightly in 1990-1994 for men under 65. The re-
sults of statistical modelling of the observed rates are sum-
marized in Tables 4 and 5. If a model is valid, the deviance is )(2
distributed with DF degrees of freedom. Large values of the
deviance compared with DF indicate a lack of fit. The AP-model
gave a poor fit, resulting in a P-value for the goodness-of-fit of
0.014. The AC-model fitted somewhat better (P = 0.038) than
the AP-model (P = 0.014). The fully parameterized age-period-
cohort model did not fit the data better than the AC-model: the
difference in deviances was not significant (P = 0.088) (Table 5).
The age-period-cohort model fitted the data better than the AP-
model (P =0.026), but not better than the AC-model, also when
allowing for extra-Poisson variation (F-test: P = 0.30) (Table 6).
We, therefore, conclude that the AC-model with extra-Poisson
variation provided a good description of the data (Figure 3). The
plot of the standardized deviance residuals of the AC-model
with extra-Poisson variation and the AC-model without extra-
Poisson variation showed only small differences in the two
types of residuals and no (extreme) outliers (Figure 4).

Discussion

Two main findings can be derived from our analyses. Firstly,
mortality due to prostate cancer in The Netherlands continued
to increase up to the period 1990-1994 and this increase can be
described largely by an increased risk for consecutive birth
cohorts since 1875. Secondly, prostate cancer mortality ceased
to increase for men under 65 after 1989.

The poor tit of the Age-Drift model indicated non-regular
period and cohort effects. Although the fully parameterized age-
period-cohort model gave the best description of the data, this
model is difficult to interpret. Because there are too many para-
meters in this model, age, period and cohort effects cannot be
distinguished.!’ Since the AC-model was not significantly
worse, an AC-model with extra Poisson variation describes the
data reasonably well, suggesting birth cohort effects.

Mortality due to prostate cancer increased between 1975 and
1988 in most European countries (by 5-10% per 5-year period),



FATAL PROSTATE CANCER AND INCREASED MORTALITY 405

Table 3 Number of deaths due to prostate cancer and person-years of observation in The Netherlands, 1955-1994
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Figure 1 Age-adjusted mortality due to prostate cancer in
The Netherlands, 1955-1994. (European Standardized Rate)
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Figure 2 Age-specific mortality rates for prostate cancer in
The Netherlands, 1955-1994

Table 4 Goodness-of-fit tests of the models

Model Deviance P-value

418.5

Degrees of freedom
42 .

Age + Period
Age + Cohort

Age + Period + Cohort

Table 5 Successive testing of models?

Difference
in deviance

343.3 1

Testing
models

Degrees

of freedom  P-value
<0.001
.0004
0.002

Age + Drift versus Age

19.3 6

Age + Period versus Age + Drift
Age + C i

Age + Period + Cohort
versus Age + Period 0.026
Age + Period + Cohort
versus Age + Cohort

11.0 6 0.088

a The F-value for a test of the APC-model versus the AC-model in the pres-
ence of extra Poisson variation'2 was [(45.1 — 34.1)/6]/[34.1/24] = 1.29 with
6 degrees of freedom for the numerator and 24 degrees of freedom for the
denominator (P-value is 0.30).

The F-value for a test of the APC-model versus the AP-model in the pres-
ence of extra Poisson variation'Z was [(55.9 —34.1)/11]/[34.1/24] = 1.39 with
11 degrees of freedom for the numerator and 24 degrees of freedom for the
denominator (P-value is 0.24).

except for Portugal, Spain and Yugoslavia.] This increase did not
occur in a specific age group. Furthermore, an increasing cumu-
lative mortality risk (30-74 years) was found for consecutive birth
cohorts after 1910 (up to the 1940 birth cohort) in Denmark
and Norway and to a lesser extent in Germany, Belgium, UK
and The Netherlands.! In Norway, mortality due to prostate
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Table 6 Parameters of the Age-Cohort model on the log scale (Table 2) with and without extra Poisson variation
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Parameters SE?

SE
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Cohort Parameters SE
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Figure 3 Relative risk of mortality due to prostate cancer per birth
cohort in The Netherlands and 95% confidence intervals, based on the
Age-Cohort model (birth cohort 1935 is reference cohort)

cancer increased to a similar extent as the incidence between
1957 and 1991, which was more pronounced in men under
60 years, but without a birth cohort effect.!> On the other
hand, no notable increases in mortality were reported for North-
ern Sweden between 1974 and 198914 or Isére (France) between
1979 and 1990.1%

Analyses with mortality data available up to 1983 in Spain
showed an increase in the risk for men born before 1891-1896,
followed by a stabilization.!® On the basis of mortality data up
to 1991 from the database of the World Health Organization, a
pattern of an increasing risk was shown for men born around
1910 and earlier, followed by a slow increase (France, Canada,
Australia) or stabilization (US, UK).17 In a recent report con-
cerning mortality in Europe, a cohort effect was found in most
countries, which was most pronounced in Poland, Hungary,
Greece and Spain. In some countries (e.g. Belgium, Denmark)
there was a hint of reversal of trends in the cohorts of men born
around 1940. Calendar period effects were negligible in most
countries. 18

Our results suggest that the risk of clinical prostate cancer has
increased in The Netherlands. There could, however, be other
reasons for our findings. Because the unequivocal determination
of the cause of death is particularly difficult for the oldest
subjects, changes in coding practices may have influenced
the frequency of reporting prostate cancer as the underlying
cause of death, against the background of the rising incidence
of prostate cancer and the decline in mortality due to cardio-
vascular disease,!® male lung cancer?® and benign prostatic
hyperplasia.21 This would, however, have resulted in stronger
period than cohort effects. Nevertheless, the finding of an AC-
model that fits might be explained in a different manner. If
increased detection and consequently increased reporting of
prostate cancer as the cause of death affect successive birth
cohorts to different extents, changes in diagnostic procedures
could mimic a cohort effect under some circumstances. For
prostate cancer, incidence rates would have been more prone to
spurious cohort effects, because increasing detection of
subclinical prostate cancer is more likely to affect the incidence
of prostate cancer than mortality. Since the prevalence of
‘latent’ prostate cancer at autopsy increases rapidly with age,22
a higher detection rate is, indeed, likely to be more pronounced
for older than younger ages. A spurious cohort effect on
mortality rates could only be found if the vast majority of
‘latent’” cases of prostate cancer resulted in the reporting of
prostate cancer as the underlying cause of death, but this does
not seem to be a plausible assumption.

Delayed diagnosis resulting in a worse prognosis is not a likely
explanation for increased mortality, because, in fact, an increas-
ing proportion of cases was detected at an organ-confined stage.?
Furthermore, curative radiotherapy was applied increasingly.

If the mortality rate for prostate cancer has increased over the
past decades, it seems that the contribution of increased de-
tection to the increase in incidence is generally overestimated.
However, the incidence of prostate cancer has been higher than
the mortality attributable to this disease since the 1970s and
the trend has been a steady increase.? As a consequence, the
mortality/incidence ratio in The Netherlands was 0.52 in 1990
and 0.38 in 1994.3 Therefore, it seems likely that an increase in
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Figure 4 Plot of standardized deviance residuals of the Age-Cohort-model without extra Poisson variation (Res-ac) (x-axis) and
the Age-Cohort-model with extra Poisson variation (Res-ace) (y-axis)

the risk of clinical prostate cancer has occurred in addition to a
considerable artificial increase in the incidence.

However, a cause for this increased risk has not been estab-
lished yet. Major genetic factors are responsible for approximately
9% of cases.?> High dietary fat intake is one of the few rather
consistently reported risk factors, but the evidence on alcohol
intake, physical activity, vitamin D and risk factors in utero is still
inconclusive 242>

In conclusion, mortality due to prostate cancer has continued
to increase, which can be explained to a large extent by an
increasing risk for successive birth cohorts up to those born
around 1930. Analyses of mortality in other European countries
point into the same direction.
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