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Abstract This paper presents a study in which the lung cancer risk in males was
characterized based on a simulation model of mortality rates. Block sequential simulation of mortality rates, measured in counties of different sizes, was implemented
and applied to a normal grid of continental Portugal with high spatial resolution. The
uncertainty in the mortality rate measurements, directly related to differences in the
population size of each county, was integrated in a block direct sequential simulation
through Poisson kriging of local means and variances. Three age groups were examined: 50–59, 60–69, and 70–79 years. After the continuous geographic patterns of
lung cancer risk were obtained, factors potentially associated with the main areas of
risk were analyzed for southern Portugal. Thus, a defined class of land use and dry
weather events, related to airborne particulate matter, were found to be associated
with high-risk areas, resulting in high local spatial correlation patterns in all three
age groups.
Keywords Block sequential simulation · Cancer risk · Dry land · Drought
1 Introduction
The recognition of geographic patterns in diseases such as lung cancer has stimulated
the use of mapping techniques to analyze their spatial distribution. As a result, spatial models of health data have come to play an important role both in studies on the
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incidence of various pathologies and in those of mortality with respect to environmental, demographic, and other covariates. Geostatistics, as a practical tool for the
spatial characterization of health data, has been used in a wide variety of environmental applications (Soares et al. 1997; Gomez-Hernandez et al. 1999; others) and more
recently in health geography (Goovaerts 2005). In addition, there have been a number of developments related to the geostatistical methodologies relevant to this field
(Goovaerts 2005). One of the more recent applications of geostatistics to health data
is the mapping of cancer data, especially in terms of the risk of developing cancer.
Cancer data usually report the number of occurrences or the mortality rate recorded
in a parish, county, district, or other geographic division. However, there are a number
of difficulties, which in turn pose several challenges in the application of the usual
geostatistical framework to these kinds of data. For example, there is the interest in
computing the risk based on another variable, that is, mortality. Also, the existence
of extreme relative risks in a small population leads to less reliable data (Goovaerts
2004). Finally, the data are usually collected in aggregate form (e.g., mortality rates
are often aggregated over large geographic supports, such as counties or districts) and
recorded over irregular spatial supports (Goovaerts 2006b).
Geostatistical methods to map cancer risk were first developed by Oliver et al.
(1998) to estimate the risk of childhood cancer. In their work, risk was estimated
with binomial cokriging, based on the assumption that cancer counts (conditioned
to a fixed-risk function) followed a binomial distribution in which the parameters
are the risk of developing cancer and the number of people at risk (Oliver et al.
1998; Goovaerts 2010). In 2005, Goovaerts adapted Poisson kriging to analyze cancer
data (Goovaerts 2005). That study expanded on the seminal work of Monestiez et al.
(2004, 2006), in which the authors used Poisson kriging to map the spatial distribution of wild animal species based on infrequent and sparse sightings and on spatially
heterogeneous observation efforts (Monestiez et al. 2004, 2006). In the geostatistical approaches referred to above, the geographic entities of mortality rates (or death
counts) are referenced by their centroids. However, this does not account for the irregular shape of the geographic entities of cancer data, and it assumes that the entities
have the same geographic size and shape. Therefore, in subsequent work, Goovaerts
(2006b) incorporated the size and shape of the geographic entities in Poisson kriging
through methodologies, referred to as area-to-point and area-to-area kriging that were
originally developed to predict punctual or areal values from areal data (Kyriakidis
2004). While all these methodologies show the most probable dispersion map of risk,
they do not succeed in characterizing the spatial uncertainty of such maps and the
probability of occurrence of extreme situations in given areas. In health studies, spatial uncertainty and extreme characteristics are important considerations if the goal
is to understand the associations among the factors potentially causing abnormally
high mortality. However, the use of traditional geostatistical methods to characterize
spatial uncertainty, that is, stochastic simulations, has in this setting two drawbacks.
Firstly, as there are no risk data (i.e., the available data are the mortality rates) the
probability distribution law of the risk needed to condition the simulations must be inferred from another variable. Secondly, since the data are available at different spatial
supports, any simulation approach cannot involve non-linear transformations (such as
Gaussian) of the main variable to estimate the parameters (mean, variance) of the local distributions. In recent work, Goovaerts (2006a, 2009), after estimating the local
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means and variances of the risk (assumed to be the mean and variance of Poisson
kriging), assumed that for all nodes of a regular grid there is a Gaussian distribution
with those two parameters. The P-field simulation was then used to produce spatial
images of the risk, and consequently, to access the uncertainty (Goovaerts 2006a).
The main disadvantages of this method are the assumption of local Gaussian distributions of risk and the well-known inconvenience associated with the use of P-field
simulations (Pyrcz and Deutsch 2001).
In this work, the use of the block sequential simulation (BSSIM) algorithm (Liu
and Journel 2009) to simulate lung cancer risk in continental Portugal and to obtain the associated spatial uncertainty is examined. This approach is based on direct
sequential simulation (DSS) (Soares 2001), which does not require a non-linear transformation of the main variable; hence, different support data can be jointly used in
the same model. As in Poisson kriging, the noise that results from the population size
is integrated through the addition of an error variance term in the block kriging system. In addition, the global distribution of risk is estimated using the data on mortality
rates. The final part of this study was aimed at identifying the associations of potential
environmental risk factors that may account for the geographic patterns of extreme
risks of lung cancer. We therefore chose the following environmental factors, related
either directly or indirectly to airborne particle levels, to describe their association
with lung cancer risk: dry climate conditions (RL10), defined as the number of days
per year in which the amount of precipitation is lower than 10 mm, and land-cover
classes, which can originate or mitigate the dispersion of airborne particles.

2 Methodology
2.1 Health Data
The data set used in the present work consisted of the mortality rates related to malignant tumor of the trachea, bronchi, and lung of male residents in continental Portugal. The data set, recorded at the county level, corresponded to the period between
1980 and 2008 and was obtained from Instituto Nacional de Estatística (INE). The
methodology proposed in this work and described below was applied only to individuals between the ages of 50 and 79 years, specifically, on the following age groups:
50–59, 60–69, and 70–79 years, for which cancer is considered a rare event.
2.2 Environmental Factors Data
The two potential environmental risk factors considered were land cover class and
the drought index RL10; the latter is defined as the number of days per year in which
precipitation amounts are lower than 10 mm. These two factors were chosen based
on their likely relation to airborne particulate matter, with potential sources especially being areas without vegetation or trees and susceptible to drought. RL10 was
assessed in southern Portugal during the period 1961–2000. Data on the spatial dispersion of drought during that period (Durão et al. 2010) were used. Specifically,
RL10 values were estimated based on a regular grid of 5 × 5 km2 for 10-year periods, with reference to the data of 105 monitoring stations and the observed daily

440

Math Geosci (2013) 45:437–452

precipitation recordings obtained from the National System of Water Resources Information (http://snirh.inag.pt) database. Then the RL10 40-year average was computed
to study the association between the drought index and lung cancer risk. Information on the land-cover class potentially favoring the dispersion of airborne particles
that is dry land was obtained from the CORINE Land Cover 1990 map of Portugal
(http://www.igeo.pt).
2.3 Geostatistical Analysis of Cancer Data: Block Sequential Simulation in the
Characterization of Risk Cancer Uncertainty
Consider c(uα ), the number of mortality cases recorded in a certain entity (e.g.,
parish, county), referenced by its centroid uα , and the size of the population at risk,
n(uα ). The mortality rate z(uα ) can be written as
c(uα )
.
(1)
z(uα ) =
n(uα )
In the Poisson kriging model of cancer risk (Goovaerts 2005, 2009), the disease count
c(uα ) at each location uα is interpreted as a realization of a random variable C(uα )
that follows a Poisson distribution with the parameter of the expected number of
counts. This parameter is the product of the population size, n(uα ), and the local
risk, R(uα ). The expectation of risk at any location is equal to the expectation of the
mortality rate




E Z(uα ) = E R(uα ) = m.
(2)
The variance in the mortality rate is equal to the variance of the risk plus a term
related to the dimension of the population






Var Z(uα ) = Var R(uα ) + E R(uα )/n(uα ) = σR2 + m/n(uα ).
(3)
The purpose of this work, which was based on this model, was to determine the uncertainty of cancer risk through a stochastic simulation methodology capable of integrating the different spatial supports comprising the data, that is, the geographic dimension of each county, and the uncertainty affiliated with the mortality rate, through
the size of the population.
2.3.1 Block Sequential Simulation
The prerequisite of the majority of simulation algorithms (e.g., sequential simulations) is an estimate of the local parameters of the distribution of the main variable
Z(x). As block data are a linear average of their constituent point data, integration
of the different support data in the geostatistical estimation of local means and variances implies the use of original variables such as in DSS (Soares 2001). Non-linear
transformation of the original Z(x), as in the Gaussian transformation of a sequential Gaussian simulation, cannot be applied. Block sequential simulation (BSSIM),
developed by Liu and Journel (2009), is an extension of DSS that does not require
the transformation of Z(x). Furthermore, both the local mean and the variance of
the global distribution law are estimated with block kriging. The algorithm was developed in order to integrate data with different volume supports, such as fine-scale
support data (point data) and coarse-scale support data (block data) (Liu and Journel
2009).
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Kriging with Block Data: Block simple kriging is applied to estimate the local mean
and variance of Z(x). This is a kriging technique that accounts simultaneously for
point and block data (Liu and Journel 2009), with block data, B(v α ), defined as the
spatial linear average of point values P (x ) within the block volume v α



1
B(v α ) =
Lα P (x ) dx ∀α,
(4)
|v α | v α
where Lα is a known linear averaging function. The simple kriging estimator
∗ (x ) is conditioned to both point and block data and is written as
ZSK
0
∗
(x0 ) − m0 = Λt · D =
ZSK

n(x
0 )



λα (x0 ) · D(xα ) − m0 ,

(5)

α=1

where Λt = [λP λB ] is the kriging weights for point data (P) and block data (B),
D t = [P B] is the data value vector, D(xα ) is a specific datum at location xα , n(x0 )
denotes the number of data, and m0 denotes the stationary mean.
Kriging weights Λ are the solution of the system of linear equations of the kriging
system
K · Λ = k,

(6)

where K is the data-to-data covariance matrix (point–point, average covariance
point–block, and average covariance block–block), defined as

C PP C PB
,
(7)
K=
t
C PB C BB
and k is the data-to-unknown covariance matrix (point–point and average covariance
point–block), defined as
k=

C P P0
.
C BP0

(8)

C is the point covariance submatrix, C the covariance submatrix involving a block
support, and x0 the point to be estimated. The simple kriging variance is
2
∗
(x0 ) = Var Z(x0 ) − ZSK
(x0 ) = C(0) − Λt · k,
σSK

(9)

where C(0) = Var{Z(x0 )} is the stationary variance.
Since there is noise/uncertainty attached to mortality rates, resulting from the size
of the population (Goovaerts 2004), the population size can be used to quantify the
uncertainty, through an error variance term, m∗ /n(uα ), for zero distance covariances
[see Eq. (3)], which can be introduced into Eq. (7), thus transforming it into a Poisson
kriging system (Goovaerts 2005). Note that in our study cancer mortality is considered to be a rare event in all age groups, even the oldest one. Otherwise a binomial
kriging approach for the error variance (Goovaerts 2010) could be adopted.
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Block Sequential Simulation Workflow: The workflow of the BSSIM algorithm can
be described in the following steps:
1. Define the simulation visiting path of each node x of the grid (fully random or
block-first).
2. For each node x, search the conditioning data (closest original point data, previously simulated values, and block data).
3. Compute or retrieve the local covariance values: block-to-block, block-to-point,
point-to-block, and point-to-point; build and solve the block kriging system and
obtain the kriging estimate and variance.
4. Select a value from the global probability distribution function and add the simulated value to the data set.
5. Repeat steps (i) to (iv) until all grid nodes are simulated.
6. Repeat steps (i) to (v) until all realizations are generated.
The estimate of the global probability distribution function of the risk (needed for
step (iv)) is presented in Sect. 2.3.
2.3.2 Semivariogram of Cancer Risk
The semivariogram describes the main spatial continuity patterns of the risk. In this
work, we applied an adaptation of the semivariogram proposed by Monestiez et al.
(2004, 2006), which uses weights, w(h), to account for the population size. The experimental semivariogram was then calculated as follows (Goovaerts 2005)
N
(h)


2
1
γ̂R (h) = N (h)
w(h) z(v α ) − z(v α + h) − m∗ ,
2 α=1 w(h) α=1

(10)

where m∗ is the population-weighted mean of the mortality rates, h is the distance
vector between paired points, and w(h) is defined as
w(h) =

n(v α )n(v α + h)
.
n(v α ) + n(v α + h)

(11)

The vector h of the experimental semivariogram was calculated taking into account
the spatial support of each entity, v α , in which the distance between any two block
data is given by the average distance
Nβ
Nα 
1 
Dist(v α , v β ) =
ui − uj ,
Nα Nβ

(12)

i=1 j =1

where Nα and Nβ are the number of points ui and uj used to discretize the two
blocks, v α and v β , respectively. As there are no point data, the variogram’s point–
point must be inferred from block data. Several algorithms were suggested by
Goovaerts (2006b, 2008) and Kyriakidis (2004). In these cases, the block size (dimensions of the counties) is small compared to the range of the variograms; hence, the
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Fig. 1 Original data: mortality rates (left maps) and population size (right maps) for each age group.
Maps (a), (c), and (e) are the mortality rates of individuals between 50–59, 60–69, and 70–79 years of age,
respectively. Maps (b), (d), and (f) are the error variance term used (m∗ /n(ui )) for the same three age
groups, respectively

classical approach (Journel and Huigbreghts 1978) can be used, in which the block–
block variogram is equal to the point–point variogram minus a constant, which is the
average variogram inside the block
γv (h) = γ (h) − γ (v, v).

(13)
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Fig. 1 (Continued)

2.3.3 Global Probability Distribution Function of Cancer Risk
To simulate the values of risk, an estimate of its global probability distribution function (pdf) is needed in our study. This value was estimated using the data on mortality
rates. The expectation that the risk will be lower than any threshold t is equal to the
equivalent expectation of the mortality rates




E Ir (x, t) = E Iz (x, t)
(14)

1 if r(x) < t
Ir (x, t) =
(15)
0 otherwise

1 if z(x) < t
Iz (x, t) =
(16)
0 otherwise.
The global pdf prob(z(x) < t) = E[Iz (x, t)] can be estimated by the global block
kriging of indicator Iz (x, t) for different thresholds t. Block indicator kriging accounts for the spatial dispersion of sample data and for the error in the dimension
of the population. In this study, the following approximation was performed; it accounted only for the error in the dimension of the population, a globally weighted
average in which the weights are determined by the population number n(i) of each
of the N counties

∗
1
prob z(x) < t ≈ N t

Nt


i=1 n(i) i=1

n(i)Iz (i, t).

(17)
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Fig. 2 Omnidirectional
semivariograms for each age
group, with the spherical model
fitted. For the age group (a)
50–59 years, the model
parameters are: C = 213,
a = 150,000 m, and nugget
effect = 200; (b) 60–69 years:
C = 1165, a = 160 000 m, and
nugget effect = 1300; (c) 70–79
years: C = 3338,
a = 170 000 m, and nugget
effect = 2800

3 Results and Discussion
The original data, mortality rates, and the noise related to the population size are
shown in Fig. 1(a) to 1(f). Portugal has 278 counties. The 101 counties with less
than three recorded cases of lung cancer were dismissed for confidentiality reasons.
The experimental semivariograms (Eq. (10)) of this study are shown in Fig. 2, with
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Fig. 3 Two examples of the realizations of lung cancer risk. Maps (a) and (b) pertain to the age group
50–59 years; maps (c) and (d) to the age group 60–69 years; and maps (e) and (f) to the age group
70–79 years

the spherical model fitted. The variogram ranges are much larger than the average
dimensions of the counties (31,961 ha). Hence, the term γ (v, v) is considered to be
negligible in order to make the approximation γv (h) ∼
= γ (h) acceptable. The BSSIM
algorithm was used to compute 50 realizations of lung cancer risk for each of the
three age groups (50–59, 60–69, and 70–79 years). Two examples of the realizations
of lung cancer risk for the three groups are shown in Fig. 3(a) to 3(f). The E-type
estimator of cancer risk determined for all the simulations is presented in Fig. 4(a)
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Fig. 3 (Continued)

to 4(c). It is clear that in southern Portugal there is an identical pattern of high risk for
all age groups. The ability to evaluate the spatial uncertainty is the main advantage of
using stochastic simulations in the spatial characterization of lung cancer risk. For illustrative purposes, the probability that any point will exceed the mean was computed
for the age group 60–69 years, in which the average mortality rate is 120.17 persons
per 100,000 habitants per year (Fig. 5). Several remarks can be made concerning the
average risk maps and the spatial uncertainty of the three age groups:
(i) For all age groups, two separate areas with high risks of lung cancer were identified. The first of these corresponds to the two most populated urban areas, Lisbon
and Oporto, and their corresponding counties, and the second to a large area in
southern Portugal (Alentejo region), with a relatively low population density.
(ii) The Alentejo shows a very large and continuous pattern of high risk for all age
groups.
The spatial continuity and the extent of the high-risk geographic patterns in southern
Portugal for all age groups are so remarkable as to suggest, in principle, that some
spatial phenomena may be associated with that spatial pattern.
As is well known, tobacco smoke is the most important risk factor in lung cancer.
In Portugal, while there are no records for tobacco use at the county level, data are
available for the country’s five regions (Fig. 6). The presented map is based on data
obtained in a national survey carried out at the regional level by the Instituto Nacional
de Saúde Dr. Ricardo Jorge, which aims to study tobacco use in the Portuguese population (Machado et al. 2009). However, there is no reason to assume that tobacco
use is higher in one area than another and it follows the spatial pattern shown in
Fig. 6. Thus, in the high-risk areas of lung cancer (large urban areas) tobacco use
is low to medium. Nonetheless, the association between environmental factors and
lung cancer risk has thus far been studied assuming uniform tobacco use across the
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Fig. 4 E-type maps for the age groups 50–59, 60–69, and 70–79 years

southern part of the country. Since the Alentejo is the largest area with an extremely
high risk of cancer, it was the only one further examined for an association between
lung cancer and environmental factors. Accordingly, two environmental factors potentially related to the levels of airborne particulate matter, that is, the drought index
RL10 and presence of dry land, were selected.
After the CORINE Land Cover 1990 Portugal map was scaled to a 5 × 5 km2 grid,
a map showing the percentage of dry land was constructed. Next, moving averages
within a 20-km radius were calculated. The other environmental factor considered,
also with a 5 × 5 km2 resolution grid, was the 40-year average of the RL10 index.
Figure 7 presents the environmental factors analyzed for southern Portugal. To determine whether lung cancer was associated with the chosen environmental factors, local
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Fig. 5 Probability that the
mortality rate of individuals in
the age group 60–69 (for the 50
realizations) will exceed the
average (120.17 persons per
100,000 habitants per year)

Fig. 6 Percentage of daily
smokers in continental Portugal,
recorded by region, for the
period 2005/2006 (Machado et
al., 2009)

Fig. 7 Analyzed environmental factors potentially related to lung cancer: (a) dry land and (b) RL10
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Fig. 8 Local correlation maps between E-type cancer risk map and dry land within a 50-km radius. Maps
(a), (b), and (c) show the results for the age groups 50–59, 60–69, and 70–79 years, respectively

correlation maps (Pearson correlation coefficient) on a moving window of 50 km
were computed (Figs. 8 and 9). The association between lung cancer and dry land
(Fig. 8) correlated well with cancer risk in certain areas. For the RL10 index, the results (Fig. 9) also suggested good local correlations with lung cancer, especially for
individuals between the ages of 60 and 69. The correlation maps illustrate the areas in
which good local correlations for all three age groups were determined. The obtained
results indicate that the chosen environmental factors can provide explanatory association factors for lung cancer mortality and/or enhance the role of tobacco smoke
effects in southern Portugal.

4 Conclusion
In this work, block sequential simulation was used to assess the risk of cancer (of the
lung, trachea, and bronchi). Additionally, the association between lung cancer risk
and two environmental factors was evaluated. The results demonstrate the advantages
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Fig. 9 Local correlation maps between E-type cancer risk map and the RL10 index within a 50-km radius.
Maps (a), (b), and (c) show the results for the age groups 50–59, 60–69, and 70–79 years, respectively

of using block sequential simulation to map cancer risk. First, the algorithm accounts
for both the spatial location and the size of the entities (here, counties), thus overcoming the problem of data measured over different and irregular supports. Moreover, discretization of the blocks is possible, which facilitates the study of causative
factors with generally different scale supports, such as air pollution or other environmental factors. BSSIM also allows for the assessment of uncertainty, through the
study of extreme risk values, which is very important for public health management
policies. The maps obtained using the simulation approach showed that the algorithm
reproduces the spatial patterns of the original data, taking into account their spatial
variability (computed with the variogram model) and the variability of the population
size. One of the advantages of geostatistical algorithms is that they can be used to
create maps with the same covariate resolution and thereby assess the causative relationships among cancer risk factors. As all the maps were of the same resolution,
local correlation coefficients could be calculated as well. The results revealed areas in
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which the risk of cancer correlated well with the factors related to airborne particulate
matter (RL10 and dry land) for the age groups 50–59, 60–69, and 70–79 years.
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