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Cure fraction model with random effects for
regional variation in cancer survival

Karri Seppi,*?*' Timo Hakulinen,? Hyon-Jung Kim® and Esa Liiiri"

Assessing regional differences in the survival of cancer patients is important but difficult when separate regions are small or
sparsely populated. In this paper, we apply a mixture cure fraction model with random effects to cause-specific survival data
of female breast cancer patients collected by the population-based Finnish Cancer Registry. Two sets of random effects were
used to capture the regional variation in the cure fraction and in the survival of the non-cured patients, respectively. This
hierarchical model was implemented in a Bayesian framework using a Metropolis-within-Gibbs algorithm. To avoid poor mixing
of the Markov chain, when the variance of either set of random effects was close to zero, posterior simulations were based on a
parameter-expanded model with tailor-made proposal distributions in Metropolis steps. The random effects allowed the fitting
of the cure fraction model to the sparse regional data and the estimation of the regional variation in 10-year cause-specific
breast cancer survival with a parsimonious number of parameters. Before 1986, the capital of Finland clearly stood out from
the rest, but since then all the 21 hospital districts have achieved approximately the same level of survival. Copyright © 2010
John Wiley & Sons, Ltd.
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1. Introduction

Equity in cancer care should be a desirable aim within a national health service. Regional variation in the survival of
cancer patients may reflect differences in the effectiveness of cancer care. However, inequalities in cancer care may not
be the only reason for apparent differences in the overall survival. Variations may also be due to confounding variables
or chance [1]. Dickman et al. [2] estimated that 2.7 per cent of excess deaths in breast cancer patients could be prevented
in Finland by eliminating the systematic regional variation in cancer survival.

Mortality from other causes of death than the cancer of interest is a source of confounding that has to be taken into
account. Relative survival or cause-specific survival are suitable measures to describe the mortality due to the cancer
itself [3]. Traditional parametric survival models that assume that all patients are susceptible to eventually die from the
disease itself are often inadequate in describing the survival experience of cancer patients. It is conceivable that many
patients are in fact cured in the sense that their lifetime is not shortened by the cancer but their mortality rates remain
the same as if they had avoided the cancer. At an individual level it is practically impossible to determine for sure
whether a patient is cured or not. However, for many cancers it appears to be possible in principle to identify the cure
fraction [4], i.e. the proportion of patients, whose mortality will not be elevated as compared with the mortality rates in
a similar cancer-free population. The cure fraction is operationalized as a value between 0 and 100 per cent at which
level the relative or cause-specific survival function of the whole patient population stabilizes in a finite time. This kind
of survival curve can be represented as a mixture of two components: a constant line at level 1 for the cured subset
and a curve representing the relative or cause-specific survival in the non-cured subset of patients, the cure fraction
determining the mixing proportions.

Cure fraction models have become increasingly popular in population-based studies on cancer survival performed for
individual countries, but also in international comparisons, and their usefulness is motivated, e.g. by the EUROCARE
Working Group [5]. The proportion cured and the mean survival time for the non-cured patients can be useful summary
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parameters to assess the differences in survival in more detail. Cooner et al. [6] proposed a unifying class of cure
fraction models for the estimation of the cause-specific survival. Cure fraction models can also be extended for analyses
of relative survival [7, 8].

When separate regions are small or sparsely populated, crude region-specific estimates become less precise.
Different approaches have been proposed to shrink the variation in these estimates [2, 9]. Many unmeasured covariates
are likely to be contributing to variability between regions, and random effects may be used to capture such a
variation. The Bayesian modelling framework allows us to incorporate cure fraction models with random effects.
Cooner et al. [10] considered cure fraction models with random effects and illustrated them with breast cancer
data.

In this paper we apply a parametric mixture model on the cause-specific survival of female breast cancer patients
in Finland diagnosed since 1953. Our focus is on assessing regional variation and its changes over five decades in the
survival across the 21 central hospital districts in the country. The model incorporates both a cure fraction and district-
specific random effects. A similar model but without regional random effects was previously used for the cause-specific
survival of Finnish breast cancer patients in 1987-2001 [11]. Regional variation and temporal changes in it is assessed
by model-based estimates of district-specific cure fractions, mean survival times of the non-cured patients, as well as
10-year cause-specific survival proportions, the latter being used to summarize the overall prognosis of the whole patient
population in each district.

2. Cure fraction model with regional random effects

2.1. Finnish breast cancer data

The study population consists of women diagnosed with a breast cancer at the ages of 40—69 years in Finland
during 1953-2000 and reported to the Finnish Cancer Registry. The patients were followed up for breast cancer death
up to the end of 2007. Cases based only on death certificate or autopsy report (n=128) were excluded from the
data.

In Finland, specialized hospital care is currently provided by 20 central hospital districts. The number of districts
was 21 until year 2000, when the, thus far separate, hospital districts of Helsinki (the capital area) and Uusimaa (the
surrounding province) were merged into one big hospital district. Our analysis is based on the old division into 21
districts (Figure 1). Each central hospital district is subsumed under one of five larger cancer control regions, each being
lead by a university hospital. A university hospital serves also the central hospital of its own hospital district. In the
national health-care system, inhabitants of a given municipality needing hospital treatment are primarily treated in their
‘own’ central hospital and further referred to the pertinent university hospital, if more advanced hospital care is needed.
The survival of the patients living in the catchment area of a given hospital district may be more similar than the survival
of the patients who are from different districts. Random effects were used to make allowance for possible systematic
variation between the central hospital districts.

The year of diagnosis was categorized into three periods: 1953-1969, 1970-1985 and 1986-2000 this division being
motivated as follows: The central hospitals did not yet exist in 1953 but were built-up mainly during the first period.
In the 1970s, the regional health-care system was developed to what it currently is (see above) [12, 13]. The last period
covers the era of mammography screening. A nationwide screening programme for breast cancer was initiated in 1987
[11]. From the early 1990s, mammographic screening has been free of charge to all 50-59 years old women. More
recently, many municipalities have offered screening to women aged 60—69 years, too.

Statistical models were fitted separately for the three periods. Age at diagnosis was used as a covariate and it was
categorized into three classes: 40—49, 50-59, 60-69.

2.2. Mixture cure fraction model

Suppose that the relevant patient population can be latently divided into the subsets of cured and non-cured patients,
respectively [8]. The proportion n of cured patients would not experience excess mortality due to the cancer of interest,
i.e. the cause-specific survival function of the cured patients equals 1. Let Sp(¢) be the cause-specific survival function
for the non-cured patients. Now the cause-specific survival function for the entire patient population can be written as
a mixture of the two survival functions

S(t)=n+{1—-m)Sp(¢).

The generalized gamma distribution introduced by Stacy [14] was assumed to model the survival function for the
non-cured patients. We used a reparametrized and extended form of the generalized gamma distribution with location (),
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Figure 1. Capital district, Helsinki, and 20 other central hospital districts in Finland. Their division into the five cancer control
regions is shown by varying grey tones. The university hospitals are located in Helsinki, Kuopio, Oulu, Tampere and Turku.

scale (o) and shape (4) parameters [15, 16]:

1=G[A2(1e™MM; )72 if 1>0
Sp()=1 G[i 2(te ", )74 if 1<0
1—-®[(log(t)—w)/a] if =0
where G(t;a)= fot x%~le™*dx /T'(a) is the cumulative distribution function for the particular case of the gamma distribu-

tion with mean and variance equal to a, and @ is the cumulative distribution function of the standard normal distribution.
The generalized gamma distribution covers, as special cases, the lognormal (1=0), Weibull (A=1) and gamma (1=0)
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|
distributions. The mean survival time for non-cured patients is given by:

. T 2406/2)
E(Tp)= / tfpydt=] TO™)
0

2 ep A
ghto’/2 if A=0

"2 if A0

Based on the mixture model, the 10-year cause-specific survival proportion = S(10 years) is used as a single measure
to summarize the survival of the whole patient group. Note that S(z) and Sp(¢) are estimating the so-called net survival
probabilities [3] at time ¢ for the entire patient group and for the non-cured patients, respectively, because only deaths
certified as due to the cancer of interest are considered as events. Therefore, 0 and E(Tp) are interpreted as hypothetical
quantities that would be observed, if the cancer of interest were the only possible cause of death and no competing risks
existed.

2.3. Entering fixed and random effects into the model

The proportion cured 7 and the parameters y, o and A in the generalized gamma distribution may vary by age category.
Upon that, random effects w, , are used to model the possible systematic variation of the cure fraction between the
hospital districts (r =1, ..., R). In our application R =21. The proportion cured in district r is modelled using the logistic
model, i.e.:

exp(a/x; +wr )
1+exp(a'x; + g, )

(X)) =

where a=(ay, 02, 03)’ is a vector of fixed effect parameters and x; is a vector of indicator variables of age for a patient i:
fom age; age; age;
wx; =0l '50) %2150 60) T %3160, 70)-

The systematic regional variation in the survival of the non-cured patients is modelled by including a district-specific
random effect w,, , in the location parameter p of the generalized gamma distribution:

1, () =P'xi+wp, .
The scale (¢) and shape (1) parameters are assumed to be the same in every district, but are allowed to vary by age
category:
a(x;) =exp(yx;),
/l(x ,') = ﬁ’x,- .

The linear predictors B'x;, y'x; and &'x; of the fixed effects are defined similarly as the predictors o'x;.
The random effects wy , and w, , are assumed to be drawn independently from the normal distributions:

o, ~N(O, a,zr) and
W ~ N0, 57).

We also considered an alternative specification, in which the random effect pairs (wz ., a),“)/ were assumed to be drawn
independently from a bivariate normal distribution with a correlation coefficient p,,.

2.4. The magnitude of regional variation in survival

The variation in the random effects of the two survival components is measured by the standard deviations ¢, and g,
of the distributions of the random effects w; , and w,,, respectively. The magnitude of the regional variation in the
survival of the whole patient group is measured by the standard deviation of the distribution of the district-specific
10-year survival proportions and the variance of that was approximated using the delta method:

a0, 00,
0,0
awﬂ:,r( )awu,r

20 2 a0 g
Ug)zvar(er(wn,r’wu,r))%<a d (070)> 0'725+<a 4 (0,0)) Ui+2 (O,O)Pwﬂn%

m,r Dy, r

where 0, is the 10-year cause-specific survival proportion in district r written as a function of w; , and w, ,, and the
last term is omitted, if the two sets of random effects are assumed to be independent.
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As the absolute value of the standard deviation of any proportion type of measure strongly depends on the level
of the proportion itself, being highest at the level of 50 per cent and tending to zero when the proportion approaches
either O or 100 per cent, we decided to standardize the standard deviation gy of the estimated 10-year cause-specific

survival proportions 0, for each of the three periods by dividing them by \/_é(l —0), this quantity indicating the relative
level of a standard deviation of a proportion, when the mean proportion is 0. Hence, we used this standardized standard

deviation y(0)=0¢/+/0(1—0) in comparisons of the regional variability of the 10-year proportions across the three
calendar periods.

2.5. Posterior simulation

The hierarchical random effects model specified above can be implemented in a Bayesian framework using Markov chain
Monte Carlo methods [17]. Based on the model where the district-specific effects are modelled by the two independent
normal distributions, the joint posterior distribution of the unknown parameters is given by

p(@, p.v.0,0n, 0y, 0r, 6) X L(@, B, y, 8, 0, @) p(0r | 67) p(@y ] 6,0) p(2) p(B) p(y) p(0) () pla0), )

where L(a, f,7, 0, @, ;) is the likelihood function of the cure fraction model, p(w;|oz) and p(w,|c,) are the joint
distribution functions of the random effects w; , and w,, ,, and the remaining terms are prior distributions for a, B, 7, 8, 6
and gy,.

Based on the individual data records, the likelihood function on all patients i =1, ...,n can be written as

n

Lenp.o. = HIn+(1=mSp(i .o, DI =) fp (i | 1 o, DI,

where the quantities 7, p, ¢ and A are the functions of the fixed effects «, , y and d plus the random effects w , and
w,,,r as specified in Section 2.3, 1; is the observed follow-up time, d; =1 for a patient who was observed to die from
breast cancer and d; =0 for a censored patient (due to death from other cause, or end of follow-up). The function fp(t)
is the probability density function of the generalized gamma distribution (see [16]).

The Gibbs sampler [17] cannot be used directly to draw values from the joint posterior distribution, because direct
sampling from the full conditional distributions is not possible. The posterior distribution can be simulated using the
Metropolis algorithm [17] within the Gibbs sampler. However, if either of the hierarchical standard deviations ¢ or g,
is small, the Markov chain for the standard deviation can easily get stuck close to zero because of the dependence in the
posterior distribution between the random effects and their variance parameters. To avoid the slow mixing, parameter
expansion [18-20] was used. In a parameter-expanded model, each set of random effects is multiplied by an additional
parameter. The random effects wy,, and wy,, in (1) correspond to zny, . and 1, , in the parameter-expanded model.
In addition, the hierarchical standard deviations ¢, and o, correspond to ||t and | | Tu in the parameter-expanded
model. The joint posterior distribution based on the parameter-expanded model is given by

p(av ﬂ’ y’ 6’ 'IT(’ "/,u TTC’ T/,Ly é?‘[’ é,u) X L((Z, ﬂ’ y’ 57 ’lﬂ:’ 'I;u 57'(7 éu)p(’lﬂf | Tﬂ)p("y | T,u)
x p(a) p(B)p(») p(0) p(t) p(t) p(E) P(E ),

where the likelihood function L(e, f,7, 9, nn,nﬂ,én, E#) is otherwise similar as in (1), but w;, and w,, terms in
L(a, B.y, 0, 0z, ®,) are replaced with {1, . and c'f/ml” terms.

To complete the Bayesian model, prior distributions for a, f, v, 9, Tr, Ty &, and éu have to be specified. Vague
N(0, 100%) priors were assumed for the fixed effects a, f, y and J. For the hierarchical standard deviations 7, and Ty
we assumed Unif(0, 100) priors. The auxiliary parameters ; and ¢, were assigned to have improper uniform prior
distributions on (—00, 00).

The random walk Metropolis algorithm was used within the Gibbs sampler to sample from the full conditional
distributions. Normal distributions N(o"", ¢4, ), N(BE™, ¢, ), N(yi™", ¢, ) and N(67", ¢, ) centred on the current points o,
B, it and 0" were used as the proposal distributions in the Metropolis algorithm to sample candidate values for the

fixed effects o, By, 7, and J. Candidate values for i, . (r=1,..., R), 1 and &, were drawn from N2}, ¢y / (&8my2)y,
N, ¢ /(E5)?) and N(ES, ce /(1) R)Zf:1 e )?) distributions, respectively (similarly for Nyrs Ty @nd €,). Here,

we let the variances of the proposals to depend on the current state of the chain, because the parameters 7, ., 7 and
(as well as the parameters 1, ., T, and ¢,) heavily depend on each other in the posterior distribution. For each proposal,
the constant ¢ was tuned during the burn-in period so that the acceptance rate of the random walk Metropolis algorithm
was close to 44 per cent. After the burn-in period, ¢ was fixed and the inference was based on a sample that excludes
the adaptive phase.

I EEE————————————————————————————
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We also fitted the model where a bivariate normal distribution was assumed for the district-specific random effects.
The parameter-expanded model was defined similarly and the correlation coefficient p,, corresponds to sign(f,réu)p,7
in the parameter-expanded model. For p,, we assumed a Unif(—1, 1) prior. For the other unknown parameters we assumed
the same vague priors as in the earlier model.

The C++ language was used to program the simulation algorithm. Further processing of the simulated samples was
performed using R [21]. The posterior simulation of the parameter-expanded model was not applicable in the current
version of WinBUGS [22], because in WinBUGS, the variance of the proposal distribution of the Metropolis algorithm
is the same constant in every iteration (after an adaptive phase) and it cannot depend on the current state of the chain.

3. Results

By the end of 2007, there were 5736, 7238 and 6675 deaths from breast cancer observed among 9671, 15 665 and 28 028
women diagnosed in 1953-1969, 1970-1985 and 1986-2000, respectively. Figure 2 shows the estimated cause-specific
cumulative survival proportions of breast cancer patients by age class and period of diagnosis. The posterior mean
estimates of the parameter A in the generalized gamma distribution were ranged from 0.24 to 0.97. The estimates were
closest to the value 1 (the Weibull model) in the older age classes.

The Bayesian hierarchical model was fitted separately to the three calendar periods of diagnosis. For each analysis,
two series of 110000 iterations were run. Running the two chains simultaneously for the three periods of diagnosis took
50h on a standard desktop computer with a dual-core processor (Intel Core 2 Duo E8400, 3 GHz). The first 10000
iterations were discarded as burn-in in each run. Every 10th of the remaining 100000 iterations was stored and the
posterior inferences were based on the pooled sample of 20 000 values. Figure 3 shows the trace plots of 10 000 samples
(after the burn-in and thinning) for n, E(Tp) and 0 in district 1 in the last period, when the chain mixed slowest due
to high negative correlation between the two survival components. To assess the convergence of the Markov chain,
we calculated the Gelman—Rubin statistic, as modified by Brooks and Gelman [23]. Based on the two independently
simulated chains with overdispersed initial values, the ratio between the pooled 80 per cent credible interval and the
average 80 per cent credible interval tended to 1 (Figure 4). Even though the regional variation in the survival of
the non-cured patients was close to zero in the last period, the hierarchical standard deviation ¢, mixed nicely, when
the parameter-expanded model was used (Figure 5).

We fitted two models in each diagnosis period. District-specific effects were modelled either by two independent
normal distributions or by a bivariate normal distribution. The correlation structure did not turn out to be necessary in
any period of diagnosis. The estimated variance of the correlation coefficient p,, was very large, and the estimates of
the target parameters were almost identical whether correlation was allowed for or not. Hence, only the results based
on the model with two independent normals are shown.

Figure 6 shows the posterior mean estimates and the 95 per cent credible intervals of the two survival parameters for
the 21 central hospital districts. The districts are arranged according to the cure fraction estimates for the last period. The

40-49 50-59 60-69
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064 A 0.6
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Figure 2. Cumulative cause-specific survival proportions by age class for the breast cancer patients diagnosed

in 1953-1969 (triangle up), 1970-1985 (triangle down) and 1986-2000 (circle). Posterior mean estimates of the

cumulative survival proportions based on the mixture cure fraction model with the generalized gamma distribution
(solid line) and the Weibull distribution (dashed line).
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Figure 3. Trace plots after the burn-in period and thinning for the proportion of cured patients, the mean survival time of
non-cured patients and the 10-year cause-specific survival proportion in district 1 in the last period of diagnosis (1986-2000).
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Figure 4. The ratio of pooled to average 80 per cent credible interval widths calculated over iterations for the proportion of cured
patients, the mean survival time of non-cured patients and the 10-year cause-specific survival proportion in district 1 in the last
period of diagnosis.
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Figure 5. Trace plot after the burn-in period and thinning for the logarithm of the standard deviation ¢, of the normal distribution
from which the random effects w, were drawn.
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Figure 6. Posterior mean estimates and 95 per cent credible intervals of the two survival components in 21 central hospital districts
(4=Helsinki) by period of diagnosis (triangle up, 1953-1969; triangle down, 1970-1985; circle, 1986-2000). The vertical lines
show the posterior mean estimates of the overall cure fractions and mean survival times for the three periods.

posterior mean estimate of the average cure fraction increased from 32 per cent (for patients diagnosed in 1953-1969)
to 44 per cent (1970-1985) and further to 64 per cent (1986-2000). None of the districts differed essentially from the
average cure fraction in the first period. In addition, the estimated standard deviation o of the random effects w, , was
smallest in the first period (Table I). The estimate for district 21 was larger than the average all the time. In the last period,
the lowest cure fraction was estimated to be in district 1, being 8.4 percentage points smaller than that in district 21.

The estimated mean survival time in the non-cured patients overall increased clearly from the period 1953—-1969 to
the period 1970-1985 (Figure 6). The average change was smaller between the two last periods than from the 1st to the
2nd period. The standard deviation ¢, of the random effects w,, , was largest in the first period (Table I), and the largest
difference between the district-specific estimates of the mean survival was 4.3 years. In the last period, there were no
big differences in these estimates any more. The largest mean lifetime was estimated for the capital district, Helsinki,
throughout. The estimate of district 21 was larger than the global mean estimate all the time, whereas the two latest
estimates of district 1 were smaller than the overall mean estimate.

Figure 7 shows the district- and period-specific estimates of the two survival components on a plane. In addition, 95
per cent highest posterior density regions are displayed for hospital districts 1, 4 and 21. The cure fraction and the mean
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Table I. Posterior median estimates and 95 per cent credible intervals of the standard deviations ¢, and o, of the random

effects w, , and w,,, the standard deviations oy and the standardized standard deviation O'g(é) of the 10-year cause-specific
survival proportions by the period of diagnosis.

Or Ou ay a9(0)

Posterior 95 per cent Posterior 95 per cent Posterior 95 per cent Posterior 95 per cent
Diagnosis period median credible interval median credible interval median credible interval median credible interval

1953-1969 0.09 (0.01, 0.21) 0.19 (0.12, 0.29) 0.033 (0.022, 0.051) 0.067 (0.044, 0.103)
1970-1985 0.12 (0.07, 0.21) 0.11 (0.06, 0.18) 0.029 (0.019, 0.042) 0.059 (0.040, 0.087)
1986-2000 0.12 (0.07, 0.20) 0.06 (0.00, 0.13) 0.020 (0.013, 0.031) 0.048 (0.030, 0.074)

Mean survival time of non—-cured patients (years)

T T T T T
0.3 0.4 0.5 0.6 0.7

Proportion of cured patients

Figure 7. Posterior mean estimates of the two survival components in 21 central hospital districts by period of diagnosis (triangle

up, 1953-1969; triangle down, 1970-1985; circle, 1986-2000). For hospital districts 1, 4 (Helsinki) and 21, 95 per cent highest

posterior density regions are shown (in the first period, the larger one of the overlapping regions belongs to region 1). Crosses
mark the overall mean values for the whole country.

survival time of non-cured patients were negatively correlated in the posterior distribution. The negative correlation
between the survival components increased when the maximum follow-up time decreased. For instance, in district 21
the absolute value of the estimated correlation coefficient increased from 0.34 in the first period, to 0.51, and further to
0.74 in the last period. When the correlation increases, it becomes more difficult to identify the two components. Here,
however, these correlations were still quite benign.

Ten-year cause-specific survival proportions were estimated for each district, combining the cure fraction with the
survival of the non-cured patients (Figure 8). The posterior mean estimate of the national average increased from 44
per cent (1953—-1969) to 61 per cent (1970-1985) and further to 77 per cent (1986-2000). The estimate for Helsinki
was clearly larger than the overall mean in the whole country in the first two periods: by 7.4 percentage points (95 per
cent credible interval (CI) 5.2 to 9.8) in the first period, and by 4.1 percentage points (95 per cent CI 2.1 to 6.0) in the
second period.

The regional variation between the 10-year cause-specific survival proportions decreased during the study period
in terms of the standard deviation estimates: the posterior median estimate of the standard deviation of the average
district-specific 10-year proportions was 3.3 percentage points in 1953-1969, 2.9 percentage points in 1970-1985 and
2.0 percentage points in 19862000 (Table I). The standard deviation oy decreased by 40 per cent (95 per cent CI —11
to 68 per cent) from the first to the last period. The standardized standard deviation gg(0) decreased by 29 per cent (95
per cent CI —31 to 62 per cent).
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Figure 8. Posterior mean estimates and 95 per cent credible intervals of the 10-year cause-specific survival

proportions in 21 central hospital districts (4=Helsinki) by the period of diagnosis (triangle up, 1953-1969;

triangle down, 1970-1985; circle, 1986-2000). The vertical lines show the posterior mean estimates of the
overall 10-year cause-specific survival proportions for the three periods.

4. Discussion

This paper demonstrates the use of a mixture cure fraction model with random effects in monitoring the regional variation
in cause-specific breast cancer survival across various regions in a country.

In breast cancer, latent division into cured and non-cured patients is particularly problematic, because breast cancer
deaths are still observed for a very long time since diagnosis and the point of statistical cure may not be well achieved
during the lifespan of the patients [24, 25]. Rather than the actual proportion of cured patients, the cure fraction should be
interpreted as a measure of long-term survival: a level nearby which the long-term cause-specific or relative cumulative
survival curve stabilizes at a constant level. In practice, the estimated proportion cured may be strongly affected by the
parametric form of the survival function Sp(¢) chosen for the non-cured patients. Because the cure fraction is negatively
correlated with the survival of the non-cured patients, the estimates of the parameters can sometimes be very unstable
and the model may be non-identifiable even within the same family of survival functions [26]. To improve the accuracy
of cure fraction estimates, either the number of patients should be increased or the follow-up time should be extended.
To moderate the identifiability problems, we decided to collect patients from a long period covering several decades and
not to include patients whose potential follow-up times were less than 7 years.

Even if the fraction of cured patients among breast cancer patients were difficult to establish, our cure fraction model
fitted quite well and allowed the estimation of the 10-year cause-specific survival proportions for all districts with a
parsimonious number of parameters, when the districts were assumed to have separate effects on the short- and long-term
survival, respectively. This single summary estimate circumvents problems caused by the negative correlation between
the separate summary quantities for the cured and the non-cured patients. We must remind, though, that this quantity
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cannot be interpreted as a genuine survival proportion, because deaths from competing causes are treated as censoring
events. Keeping this in mind, the 10-year proportion 6 is a concise description of the fatality of the disease in question
in the whole patient group, in terms of which one may informatively describe regional variation and also to compare
the variability across the calendar periods of diagnosis.

The estimates from the cure fraction models would become even more unstable in regional analysis, if a separate
fixed effect parameter was included in the model for each of the districts. Random effects can be used instead of the
fixed ones to capture the systematic variation caused by several unknown or unmeasured factors that differ between the
regions. Comparing with the estimates of the fixed effects, the estimates of the random effects tend to be more precise
as the estimates are shrinked towards the overall mean value.

We observed severe convergence problems in the simulation of the posterior distribution, when either of the hierarchical
standard deviations (g or g,) was small. The Markov chain for the standard deviation got easily stuck close to zero and
the chain mixed slowly. The mixing was particularly poor in the first and in the last period, when either the systematic
variation of the cure fraction © or the parameter u was small. The convergence problems were solved by parameter
expansion [18-20] that greatly improved the mixing of all the random effects and the hierarchical standard deviations.

In the mixture cure fraction model, regressing the cure fraction with flat improper priors on regression coefficients
produces improper posteriors [6]. However, because we were using vague but still proper priors, proper posteriors
should arise for the regression coefficients. This may sometimes lead to poor convergence, but we had no problems in
convergence, when the parameter-expanded model was used.

When the random effects are drawn from the same distribution, the districts are assumed to be exchangeable. Suitable
adjustment has to be done, if the assumption is not valid. First of all, either the cause-specific or the relative survival
should be used for measuring survival in the patient population, because we know that the total mortality varies by
region in Finland. Besides, we know that the age at diagnosis affects cancer survival, and that the age distributions differ
across districts. Hence, age at diagnosis must at least be taken into account. On the other hand, stage of cancer should
not be considered as a confounding factor but a link in the causal chain that depends, for instance, on access to health
care and on diagnostic delay.

Cause-specific survival analysis requires reliable death certification, whereas for relative survival it would be important
to take the regional differences in general population mortality into account [27]. At the Finnish Cancer Registry the
cause of death has been evaluated separately for each patient. This evaluation is based on all available information, and
results a specific code on the relationship between the cancer in question and the official cause of death [28]. Because
there cannot be a fully satisfactory method to classify whether a given death is caused by the cancer of interest or by
the competing causes, the cause of death remains to an extent unreliable after all.

If cancer survival were dependent on geographical proximity, too, CAR models might be more appropriate [10].
However, the possibility of such a dependence between the 21 hospital districts was considered irrelevant. Inhabitants of
a given municipality are treated in a designated central hospital and further referred to the pertinent university hospital,
if more advanced care is needed. Thus, patients do not cross-over to other districts for cancer treatment, and we do not
expect much spatial correlation between the central hospital districts. Some kind of spatial structure would be expected
within each district, though, because both more central and more isolated areas exist within each district. However, in
this study, we are not addressing variations within districts, nor considering survival at the level of municipalities.

On the other hand, the survival of the patients might systematically vary across the five broad cancer control regions
or within them, e.g. such that an essential contrast would be between the university central hospital districts and the
more remote districts. Hence, we also fitted a model, in which each of the five cancer control regions were given a fixed
intercept parameter in 7 and u, and also a model where each university central hospital district was given such a fixed
parameter in w and p. Own fixed intercept parameters were also tried for the capital district, Helsinki. Nevertheless, the
estimates of the parameters of interest remained very similar across the different models. We decided to use the simplest
model, where the random effects of the 21 districts were drawn from the same distribution with a common mean and
variance. The penalized expected deviance [29] or the posterior predictive L-measure [6] could be used for more formal
comparison of the cure fraction models. However, the computation of these measures is time consuming, if there are
tens of thousands of patients in the data set, because replicate data sets need to be simulated.

We were mainly interested in the broad features in the regional variation and its development since 1950s until
2000s. Therefore, instead of modelling the effect of calendar time of diagnosis by some smooth continuous function we
simplified the analysis by categorizing the time span into three relatively long subperiods, this division being motivated
by certain major steps in the development of the regional health-care system and introduction to the national screening
programme. Splines have been used to model the trends in the two survival components in a cure fraction model
[30]. Another possibility would be to split the diagnosis periods into narrower subperiods and assume autoregressive
priors for the period effects to obtain smoother estimates [31]. Those approaches can be used to model the overall
trends. In addition, the district-specific effects can be splitted into narrower periods by the time of diagnosis. Then
time-independent random effects might not be appropriate and temporal correlation between the district-specific effects
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should be modelled. As another simplification we assumed the effect of district to be the same in every age group, which
may not be realistic. For example, if there were differences in screening practices between the hospital districts, the
differences would have affected the survival of 50-69 years old patients but that would presumably not have affected
the survival of the younger patients.

Explicit ranking of the districts according to the point estimates of the target parameters should be considered with
due caution. The ranks tend to have very wide interval estimates and a league table would vainly judge the districts into
good and bad performers without telling anything about the absolute differences between the districts [32]. Thus, we
decided to show the point estimates of the cure fraction and the mean survival time together with their interval estimates
for the three diagnosis periods in the same figure, since it is easier to assess the amount of regional differences with
respect to the variation between the diagnosis periods. By comparing the point and the interval estimates with the global
mean of the period, it is possible to detect extreme cases that happen to lie in the tails of the random effect distribution.
However, when multiple comparisons are made, the probability that at least one of the district-specific random effects
does not belong to the estimated interval increases.

The present analysis suggested that both the proportion of cured patients and the mean survival time of non-cured
patients increased over time. The posterior mean estimates of the national averages of the two summary parameters
increased from 32 per cent and 6.5 years (in 1953—-1969) to 64 per cent and 10.4 years (in 1986-2000). Along with
the advances in oncological therapies, also the nationwide screening programme that was gradually initiated in 1987
has apparently affected the survival times observed in patients aged 50-69 years at diagnosis in the last period [33].
Active screening can be seen as a part of effective cancer control. At best, screening detects slow-growing tumours while
still localized; hence, these patients can be cured. Screening will not benefit so much persons with more aggressive
breast cancers that are more likely to be diagnosed between screens. Hence, the mean survival time of the non-cured
patients might even decrease as a consequence of screening, because a larger proportion of patients will be detected
earlier and will be cured so that relatively more aggressive cancers will be concentrated in the group of the non-cured
patients. Besides true benefits, it is reasonable to believe that screening also artificially affected the survival components
in the last period [34]. Overdiagnosis has contributed to elevating the cure fraction, and the survival times of some
non-cured patients have been prolonged by the lead time effect. In the last period, the possible differences between the
municipalities in the screening practices and in the attendance to screening may have affected the regional differences in
survival, also artificially. However, this should not be a major problem, because all the municipalities have been involved
in the screening programme and the attendance rate has been quite high in the 1990s [35].

The regional variation in breast cancer survival decreased in Finland during the three diagnosis periods. The capital
of Finland, Helsinki, clearly stood out from the other districts in 1953-1969, but in 19862000 the patients all over the
country achieved on average the same level of 10-year survival as the patients in the capital. The current figures support
a good equity in the survival of breast cancer patients in Finland.
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