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Abstract

Background: Geographical variations in medical practice are expected to be small when the evidence about the
effectiveness and safety of a particular technology is abundant. This would be the case of the prescription of
conservative surgery in breast cancer patients. In these cases, when variation is larger than expected by need,
socioeconomic factors have been argued as an explanation. Objectives: Using an ecologic design, our study aims
at describing the variability in the use of surgical conservative versus non-conservative treatment. Additionally, it
seeks to establish whether the socioeconomic status of the healthcare area influences the use of one or the other
technique.

Methods: 81,868 mastectomies performed between 2002 and 2006 in 180 healthcare areas were studied.
Standardized utilization rates of breast cancer conservative (CS) and non-conservative (NCS) procedures were
estimated as well as the variation among areas, using small area statistics. Concentration curves and dominance
tests were estimated to determine the impact of income and instruction levels in the healthcare area on surgery
rates. Multilevel analyses were performed to determine the influence of regional policies.

Results: Variation in the use of CS was massive (4-fold factor between the highest and the lowest rate) and larger
than in the case of NCS (2-fold), whichever the age group. Healthcare areas with higher economic and instruction
levels showed highest rates of CS, regardless of the age group, while areas with lower economic and educational
levels yielded higher rates of NCS interventions. Living in a particular Autonomous Community (AC), explained a
substantial part of the CS residual variance (up to a 60.5% in women 50 to 70).

Conclusion: The place where a woman lives -income level and regional policies- explain the unexpectedly high
variation found in utilization rates of conservative breast cancer surgery.

Background
Breast cancer represents 30% of all cancers in Spain and
is the most common tumor in women, responsible for
very high morbidity and mortality rates. About 16,000
cases are diagnosed annually in the country representing
a death burden of almost 6,000 women [1]. Early detec-
tion programs along with diagnostic and therapeutic
advances have raised survival rates five years after diag-
nosis over 75% [2].

The current therapeutic approach for breast cancer
includes surgery, followed by hormonal therapy and
radiotherapy. Surgical treatment can be conservative
(CS), which preserves part of breast glandular tissue, or
non-conservative treatment (NCS) which entails total
removal of breast glandular tissue, maintaining or not
the skin tissue.
Different studies [3-6] show equal effectiveness for

both surgical strategies in terms of long-term survival.
In fact CS is recommended, at any stage of breast can-
cer [5,6], confining the use of NCS to those situations
where the tumor’s size relative to total breast mass pre-
vents conservative resection.
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In spite of these recommendations, some studies have
pointed out differences in the use of surgical techniques
[7-11]. Socioeconomic factors such as poverty, educa-
tional level, urbanity and race, showed strong associa-
tion to the use of CS. However, the analysis of this
variability and its underlying factors is still pending in
the Spanish context.
Our work therefore aims to describe the variability in

the use of conservative surgery versus the non-conserva-
tive option in patients with breast cancer in Spain; the
goal is to establish whether there is any relationship
between the techniques used and health care areas’
socioeconomic level, ruling out alternative explanations.

Methods
Design
Ecologic descriptive study of geographic variations in
the rates of CS versus NCS in breast cancer, and the
association between them and the socioeconomic level
of the health care areas.

Population and setting
Object of analysis were 180 health care areas of 16
Autonomous Communities (ACs) participating in the
project Atlas of Variations in Medical Practice in the
National Health System [12]. These 180 areas comprised
a female population in annual average between 2002 and
2006 of 16,269,475 women over 15 years old.
We selected all discharges with female breast cancer

recorded in the Hospital Discharge Administrative Data-
base (HDAD) between the years 2002 to 2006. Of these,
we selected those episodes in which breast surgery had
been performed. Cases were classified according to
whether they had received CS or NCS. In order to
achieve consistency in the operational definitions a
group of surgeons expert in breast surgery, sorted the
corresponding ICD 9th MC surgical procedures codes
into CS and NCS. Table 1 shows the resulting opera-
tional definitions.
Being a geographical study (examining population

rather than individual exposure to procedures), breast
cancer interventions were assigned to the patient’s geo-
graphic area of residence regardless of the hospital
where they were operated. These cases constituted the
numerator of the rates and the female population in
each area was the denominator [12].

Main endpoints
Standardized CS and NCS rates for women over 15
years old were calculated as well as the specific rates in
three age groups (from 15 to 49, 50 to 69 and 70 and
over). The intermediate age-group was chosen to repre-
sent the women targeted for population breast cancer
screening in Spain (50 to 70 years). The age

Table 1 Breast cancer surgery ICD 9th codes and definitions

Breast cancer 174
Malignant neoplasm of female breast

174.0
Nipple and areola

174.1
Central portion

174.2
Upper-inner quadrant

174.3
Lower-inner quadrant

174.4
Upper-outer quadrant

174.5
Lower-outer quadrant

174.6
Axillary tail

174.8
Other specified sites of female breast

174.9
Breast (female), unspecified

233.0
Carcinoma in situ breast

V10.3
Breast. History of conditions classifiable to 174
and 175

Conservative
mastectomy

85.20
Excision or destruction of breast tissue, not
otherwise specified

85.21
Local excision of lesion of breast

85.22
Resection of quadrant of breast

85.23
Subtotal mastectomy

Non conservative
mastectomy

85.33
Unilateral subcutaneous mammectomy with
synchronous implant

85.34
Other unilateral subcutaneous mammectomy

85.35
Bilateral subcutaneous mammectomy with
synchronous implant

85.36
Other bilateral subcutaneous mammectomy

85.41
Unilateral simple mastectomy

85.42
Bilateral simple mastectomy

85.43
Unilateral extended simple mastectomy

85.44
Bilateral extended simple mastectomy

85.45
Unilateral radical mastectomy

85.46
Bilateral radical mastectomy

85.47
Unilateral extended radical mastectomy

85.48
Bilateral extended radical mastectomy
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standardization was performed using the direct method,
applying as reference the female population registered in
the 2003 census for all the health areas.

Independent socioeconomic variables
1) The “economic level” is understood as an index of
average family income available per capita (income from
work, capital income, social benefits and transfers,
minus direct taxes paid by families and the fees paid to
social security). This variable was stratified into 10 cate-
gories (1: <7,200 Euros; 2: 7,200 to 8,300; 3: 8,300 to
9,300; 4: 9,300 to 10,200; 5: 10,200 to 11,300; 6: 11,300
to 12,100; 7: 12,100 to 12,700; 8: 12,700 to 13,500; 9:
13,500 to 14,500 and 10:> 14,500)
2) The “educational level” is understood as the percen-

tage of college graduates within the total population.
Spain municipalities’ Economic Yearbook 2005 [13]

was the source of up to date data for economic level
(2003) and educational level (2001). Each area’s eco-
nomic and educational levels were calculated as popula-
tion weighted averages of the values registered for each
municipality included in a healthcare area.

Alternative explanatory factors
1) Availability of high technology: living in an area
served by a tertiary hospital or by a hospital delivering
radiotherapy services could have an impact on the elec-
tion of conservative vs non-conservative surgery; the
absence of these services in the neighbouring facilities
would entail regularly travelling to the closest centre
providing adjuvant therapy which might be bothersome;
that could be specially true in elder women [11].
Hypothetically, those areas served by “high-tech” hospi-
tals should show higher rates of conservative (vs non-
conservative) surgery. The 2003 National Survey of
Inpatient Care Premises (ESCRI) [14] provided the tech-
nology availability data needed to study this potential
association.
2) “Autonomous community of residence” will be con-

sidered as a surrogate of regional policies (i.e. breast
cancer screening).
Due to the fact that the Spanish National Health Sys-

tem is organized in ACs with full responsibility on plan-
ning and implementation of specific intervention
programs [e.g., breast cancer screening], it is expected a
cluster effect explaining part of the variation on surgery
rates.

Analysis
To determine the magnitude of the systematic variation
between rates (beyond chance and differences in popula-
tion structure), the usual small area analysis statistics
were calculated [12]: ratio of variation (RV), systematic
component of variation (SCV) and Empirical Bayes

statistic (EB) [15]. In the case of RV, in order to reduce
random noise, only the areas between 5 and 95 percen-
tile of the corresponding rates distribution were used
for the estimation.
The association between intervention rates and the

socio-economic level (economic and educational level)
of the area, was established calculating the concentra-
tion index and graphically represented drawing concen-
tration curves. Likewise, the level of dominance of each
concentration curve was determined by comparing it to
the diagonal line of 45°. The concentration curve shows
the surgery rates (CS and NCS) ordered by area income
(growing). A concentration curve falling below the diag-
onal (concentration index >0) indicates that surgery
rates are less concentrated in the first population group
(lower quintiles of economic level) and more concen-
trated in the last population groups (higher quintiles of
economic level). Conversely, a concentration curve
located above the diagonal (concentration index < 0)
indicates that surgical rates are more concentrated in
the first population groups (lower economic level) and
less concentrated in the last population groups (higher
economic level) [16,17].
The effects of high technology availability and regional

policies, were studied using ANOVA analysis (bivariate
analysis) followed by mixed-effects linear multilevel hier-
archical models. The best model was selected on the
basis of the likelihood ratio with a 5% threshold on
alpha error. Rho statistic and its confidence interval
were estimated to determine the amount of variation
explained by the second level (ACs) once first level vari-
ables (demography, socioeconomic status, supply fac-
tors) were adjusted [18,19].
All analyses were performed using STATA 10 [19]

and DASP [20] software.

Ethics
The study, observational in design, uses retrospective
data from administrative databases in where patients are
anonymous to the researchers. The study did not
require informed consent nor Ethics Committee
approval.

Results
A total of 81,868 breast cancer interventions were per-
formed across all the age groups: 44,648 were CS and
38,067 NCS. The corresponding standardized rates
amounted to 5.29 and 4.84 interventions for every
10,000 women; this implies an overall 9.3% more utiliza-
tion of conservative surgery.
Figure 1 and Table 2 show the variability in the inter-

vention rates across healthcare areas. The statistics
detect large variability in utilization of CS: in terms of
variation, the areas in the upper side of the distribution
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perform 4 times more conservative interventions than
those in the lower end; in turn, NCS shows more mod-
erate levels of variability with a ratio around 2 between
the areas with highest and lowest utilization; in SCV
terms, systematic variation (beyond random) was 1.91
times higher in the case of conservative surgery com-
pared to non-conservative interventions.
The analysis by age group quite follows the same

trend depicted by the overall figures. CS is more fre-
quently used (always showing higher variation across

healthcare areas than NCS) except in the group 70 years
and older; among elder women the NCS utilization rate
is clearly above the CS (table 2). In SCV terms, systema-
tic variation is larger in conservative surgery; particu-
larly, in the age group below 50 years old, showing a 3.3
times higher systematic variation in conservative techni-
ques (1.37 higher for women between 50 and 70 years
old and 1.9 for women above 70).
Applying the Empirical Bayes analysis (more robust

statistics), systematic variation in CS is still higher than

 

Figure 1 Variation in conservative vs non conservative breast cancer surgical rates 2002 - 2006 log standardized rates by age group.
CS: conservative surgery; NCS: Non-conservative surgery. Each dot represents a healthcare area standardized rate per 10,000 women.

Table 2 Conservative and non conservative breast cancer surgical rates

Less than 50 years 50 to 70 years More than 70 years All ages

CS NCS Total CS NCS Total CS NCS Total CS NCS Total

Cases 11,821 9,646 21,251 23,204 14,676 35,523 9,623 13,745 23,094 44,648 38,067 81,868

Population 47,728,827 19,931,718 13,945,734 81,606,279

Standardized rate 2.40 2.05 4.41 11.13 7.69 18.67 6.81 10.30 16.91 5.29 4.84 10.03

RV5-95 4.17 2.76 2.45 3.97 2.98 2.32 7.16 2.909 2.50 3.92 2.51 2.05

SCV 0.141 0.042 0.046 0.148 0.108 0.062 0.236 0.122 0.083 0.153 0.080 0.057

Empirical Bayes 0.149 0.064 0.048 0.182 0.101 0.061 0.272 0.091 0.067 0.191 0.078 0.059

2002-2006 age-sex standardized rates and statistics of variation

CS: Conservative surgery; NCS: Non-conservative Surgery. RV5-95: Represents the range of variation in standardized rates, between the areas in percentiles 95th

and 5th, expressed as a ratio. Systematic Component of Variation (SCV)) and Empirical Bayes Statistic (EB) represent the variation considered systematic (thus,
beyond chance). Both are estimated using observed and expected cases; the latter obtained by indirect standardization.

EB uses Bayesian modelling and simulation, resulting in a more robust estimate for small numbers [15].
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in NCS (between 1.8 to 3 times higher). In general, the
pattern of Bayesian statistics was consistent with the
results of the initial analysis, with the two types of sur-
gery showing the same behavior across age groups, and
consistently different between themselves.
As for the association between socio-economic vari-

ables and types of surgical interventions, the concentra-
tion index observed for the NCS was systematically
negative, while systematically positive for CS (table 3
and figure 2). These results mean that those areas with
higher economic and educational levels show higher
rates of CS, regardless of the age group, while areas
with lower economic and educational levels showed
higher rates of NCS interventions. These differences in
socio-economic variables were statistically significant
when compared to line 45° only in the case of CS. Parti-
cularly, the economic level was significant in analyzing
any age group; in turn, the educational variable proved
significant when analyzing the total population and the
medium-age group (50 to 70 years old) but not for the
younger and elder women. [Additional file 1]
With regard to the effect of living in an area served by

“high-tech” hospitals, neither the existence of a tertiary
centre nor the availability of radiotherapy services within
the area had any statistically significant effect on differ-
ences in surgery rates. Only a slightly higher rate of CS
was observed in the 50 to 70 age group in areas served
with radiotherapy (12 vs 10.8 per 10,000 women); in
turn, a slightly higher rate of NCS was found in the
elder group, in those areas without radiotherapy service
(10.6 vs 9.5 per 10,000 women). [Additional file 1]
The multilevel analysis for CS discarded the educa-

tional level variable and only economic level was
retained in the model. When the cluster effect of the
autonomous community was incorporated into the ana-
lysis, it accounted for 34.7% of the residual variation for
all women (Confidence Interval, CI, 95%: 16.9%-58.2%).
Analysing by age groups, it can be observed how AC
accounted for up to 23% of residual variation in the
case of women below 50 years old (CI95%: 6.8% to
55.2%), 36.7% in the case of women between 50 and

70 years old (CI95%: 18.1% to 60.5%) and 25.9% in the
case of women older than 70 years (CI95%: 13.6% to
43.7%). Income availability in the area and the AC of
residency did not show interaction. [Additional file 2]
As for the NCS multilevel analysis, neither educational

nor economic variables remained in the model, confirming
the expectation suggested by the results of the bivariate
analysis. In this case the AC (second level) barely
explained a 3.5% of the variation in all women (CI95%:
0.06% to 65.5%). In turn, it explained a small part of the
residual variation in the youngest group of age, 14%
(CI95%: 4.5% to 35.7%), up to a 4.9% (CI95%: 0.5% to
34.8%) in the case of women between 50 and 70 years old,
and 1% of residual variation (CI95%: 0.001% to 87%) in the
case of women above 70 years old. [Additional file 2]

Discussion
This ecological study on CS vs. NCS utilization, in 180
Spanish healthcare areas, has shown that: a) there are sys-
tematic variations in the use of these surgical procedures
that are not amenable to population age structure; b)
The use of CS is growing but in an uneven fashion incon-
gruent with its being an effective surgical treatment for
breast cancer; utilisation rates are highly dependent upon
economic level in the area regardless the age group ana-
lyzed; affluent areas show consistently higher CS rates
while poorer areas yield consistently higher NCS rates; c)
supply of high technology (radiotherapy services within a
healthcare area) was not related to differences in CS or
NCS rates; and, d) Regional policy (i.e. breast cancer
screening programs) behaves as an independent factor in
explaining the use of one or another surgical procedure.
A good part of the detected variation in the use of CS

was explained by economic level and regional policy (AC);
this construct seems to be especially effective in explaining
CS variations for women aged 50 to 70. In the case of
NCS, the AC explained a small part of the variance.

Consistency with previous knowledge
These results show some level of incongruence, with
what was expected for this type of procedure. According

Table 3 Concentration index values for conservative and non conservative surgery

Age-groups Concentration Index ranked by income (CI95%) Concentration Index ranked by educational level (CI95%)

All years CS 0.12 (0.09 to 0.14) ‡ 0.05 (0.01 to 0.09) ‡

All years NCS -0.03 (-0.05 to -0.007) ‡ -0.02 (-0.04 to 0.001)

< 50 years CS 0.10 (0.07 to 0.14) ‡ 0.04 (0.01 to 0.08) ‡

< 50 years NCS -0.02 (-0.05 to -0.002) ‡ -0.01 (-0.03 to 0.01)

50-70 years CS 0.12 (0.09 to 0.15) ‡ 0.05 (0.01 to 0.10) ‡

50-70 years NCS -0.04 (-0.06 to -0.01) ‡ -0.02 (-0.05 to 0.01)

> 70 years CS 0.13 (0.09 to 0.17) ‡ 0.04 (-0.02 to 0.11)

> 70 years NCS -0.02 (-0.04 to 0.006) -0.02 (-0.05 to 0.007)

CS: Conservative Surgery; NCS: Non-conservative surgery. CI95%: Concentration index confidence interval assuming a type I error of 5%. ‡ Statistical significance
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Figure 2 Concentration curves for conservative and non conservative surgery by age-group, area income and area educational level.
X axis represents quintiles of the distribution of socioeconomic level; y axis represents quintiles of the distribution of rates of surgery. Solid line
represents conservative surgery. Dashed line represents non conservative surgery. Explanation: the level of dominance of each concentration
curve is determined by comparing it to the diagonal line of 45°. If the concentration curve is below the diagonal (concentration index >0), it is
indication that surgery rates are less concentrated in the first population group (lower economic level) and more concentrated in the last
population groups (higher economic level). If the concentration curve is located above the diagonal (concentration index < 0) it indicates that
surgical rates are more concentrated in the first population groups (lower economic level) and less concentrated in the last population groups
(higher economic level).
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to the uncertainty hypothesis formulated to explain geo-
graphical variations of medical practice [21], effective
and safe procedures should have low variability, lower
than those procedures in which the risk-benefit balance
is less certain. There is a high level of consensus sup-
porting the indication of surgery for diagnosed breast
cancer. Recent evidence points out how in Spain the
variability in the use of mastectomy is among the lowest
for cancer related procedures [22]. Focusing on the two
options (conservative and non-conservative), the evi-
dence-based recommendation for the use of CS prevails
over NCS, the size of the tumor being the only limiting
factor. However, a higher variation in the use of CS has
been observed compared to NCS; this holds even in
cases where variation was completely unexpected, such
as the age group between 50 and 70 years; being the tar-
geted population for existing screening programs, these
women have a higher probability of early detection and
thus smaller size at diagnosis.
On the other hand, regarding the effect of socio-eco-

nomic variables, the results of this study are consistent
with other studies. Gilligan [7] highlights, how 10 years
after the publication of the first trials on CS-NCS,
socio-demographic factors, such as per capita income
levels and education, still influence the use of CS versus
NCS and thus women who reside in more deprived
areas have a higher probability of not receiving CS. The
authors affirm that the explanation should not be sought
in differing levels of medical knowledge but rather in
different levels of access to medical care. In addition,
Smith [10] detects considerable geographic variations in
the use of CS notwithstanding the overall increasing
tendency to use CS instead of NCS in the USA; accord-
ing to their results, 70% of the women susceptible of
mastectomy were treated with CS in the Northeast
region of USA (wealthier areas) against a 50% in the
south of the USA (less affluent areas).
Finally, the observed AC cluster effect is congruent

with the role of ACs in planning and implementing
screening policy. Existing evidence on breast cancer
screening programs across Spain points out the differ-
ences on degree of implementation, design and coverage
for the period of analysis [23]. Such differences could be
argued as relevant in explaining the detected regional
effect: effective early detection translates into smaller
size of the tumor, thus discarding the primary indication
for NCS. In Spain the target population for screening is
women between 50 and 70 years old; therefore, the
impact of the regional factor in this age group can be
expected to be relevant. In fact, AC of residence
explained up to a 60% of the residual variation in this
age-group.
Unfortunately comparable data about the characteris-

tics of each of those regional screening programs are

scarce. A thorough analysis of the characteristics of the
regional breast cancer screening programs [24] con-
cluded that the information systems supporting them
were too heterogeneous to allow for sounded compari-
sons across ACs; as the authors plead, only standardized
definitions and enhanced systematic data collection
would enable the benchmarking of the relevant aspects
of screening programs (both results and strategy).
Nevertheless, in an attempt to test the suggested

hypothesis an exploratory analysis was conducted using
two of the indicators collected in the aforementioned
study: adherence to the screening program among tar-
geted women and rate of T1 tumors detected [24]. The
analysis showed how those regions achieving higher
adherence among targeted women registered higher
rates of CS (Spearmann coefficient = 0.52; p = 0.04). In
turn, and more specifically, the higher the effectiveness
of a regional screening program in detecting T1 tumors,
the higher the CS rates registered in the AC (Spearmann
coefficient = 0.87; p < 0.001). Though revealing, given
the weakness of the data, no conclusions can be drawn
from these findings on the precise nature of the effect
of regional policy on the variability in mastectomy mod-
ality and further analysis is warranted.

Alternative explanations for the obtained model
Several factors besides age, population income and AC
of residence should be considered as an alternative
explanation to the CS rates variability. The following
paragraphs will discuss whether the impact of these fac-
tors might alternatively explain our findings.
Do differences in tumors size explain the differences in
rates?
According to evidence the key factor in deciding the use
of CS is the tumor size [6,11,25]. Arguably high CS
rates might not depend upon age or high income, but
on higher proportions of smaller tumors in those areas
with higher CS rates. Unfortunately this information
item (i.e. tumor status “T”) is not available in hospital
administrative databases or in cancer population-based
regional registries across the country. Therefore differ-
ences in the T1-T4 case-mix among areas are unknown.
However, we could reasonably argue that since the

prevalence of small tumors is highly dependant on the
screening effectiveness (therefore regional policies), the
lack of data on tumor size and the eventual differences
in T1-T4 case-mix across areas are dealt with once
autonomous community cluster effect is included in the
models.
Are there differences across healthcare areas regarding the
speed of adoption of conservative surgery technology?
Due to the nature of the study, a cross-sectional study,
another alternative explanation for the observed varia-
tion in utilization rates relies on eventual differences in
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the speed of adoption of CS techniques across health-
care areas. After examining the evolution in utilization
between 2002 and 2006, we observed an overall increas-
ing trend in the use of CS compared to NCS, more pro-
nounced for the group of women aged 50 to 70 years.
The ad hoc joint point analysis performed [26,27] con-
firmed a statistically significant trend change in 2004
favoring the utilization of CS [additional file 3].
Nevertheless, a concurrent study [28] looking specifi-

cally at the adoption patterns of CS in two of the Span-
ish Autonomous Communities (including 40% of
healthcare areas of our work) showed no differential
paces in the adoption of CS techniques between the two
ACs, minimizing the possibility of speed of adoption as
an alternative explanation.
An additional argument for discarding differential

speed of adoption comes hand by hand with the results
obtained in analyzing the impact of proximity to tertiary
hospitals and radiotherapy premises. CS adoption is clo-
sely related to innovative environments; the high tech
supply factors included in the analysis can be reasonably
considered as surrogate variables for adoption speed.
Since, none of these supply variables showed any rela-
tionship with CS rates, we do not expect adoption speed
to provide an alternative explanation to the variability
detected.
Unaccounted Factors
As noted, the adjusted models left a significant propor-
tion of unexplained residual variation. Some factors not
included in the analysis, may contribute to explain the
unaccounted variance. The availability of plastic sur-
geons during surgery, local learning cascades [29,30],
recommendations by leading surgeons and oncologists
[31-33] and patients’ differential preferences (particularly
for women under 50 and older than 70 years) [34,35]
have been highlighted as relevant factors in the litera-
ture. The eventual different geographical distribution of
any of these factors may play a role in explaining the
detected variation in utilisation rates across healthcare
areas.
The supply-related set of factors (availability of plastic

surgeons or learning cascades) can be logically clustered
together into “innovativeness of the environment”. As
argued in the case of speed of innovation adoption, no
association has been detected between living in an area
served by a “high tech centre” and the risk of receiving
either type of surgery.
Regarding the last factor it is worth noting that

patients’ preferences are usually linked to education.
Remarkably, population education level did not remain
in the models, showing low power in explaining variation.
Summarizing: age, socioeconomic status and regional

policies explain differences in the surgical approach at
population level. Those potential alternative explanations

like tumor size differences, speed in adoption of innova-
tions and non studied supply and demand factors, seem
to be controlled through the variables used as indepen-
dent predictors of variation.

Study Limitations
Design Type
Among the limitations of this study must be mentioned
firstly, those inherent to its ecologic design: the detected
socioeconomic gradient in intervention rates across
healthcare areas prevents drawing conclusions about
individual access to healthcare driven by their economic
levels (ecological fallacy). However, as noted earlier,
individual-based studies reached the same conclusions
regarding the socioeconomic impact on CS rates.
Selection bias
The study only included data from hospitals within the
public utilization network. If private hospitals were to
perform more CS, the inclusion of private hospitals
would have yielded different results as to the estimated
intervention rates and the age and economic effects
detected. The single study available in Spain comparing
the use of CS vs NCS in public and private hospitals
[28] refers to the AC of Catalonia where the private sec-
tor is stronger compared to the rest of the territory.
They found lower CS use rates in private hospitals com-
pared to public ones. At the light of these findings an
eventual underestimation of CS utilization rates in more
affluent areas (more privately served) is unlikely; in any
case, the inclusion of private hospitals data would only
reinforce the detected economical gradient.
Another potential source of selection bias in popula-

tion studies comes from the coverage of the administra-
tive data bases used. In theory, areas showing low levels
of mastectomy could be denoting poor coverage in the
registration of discharges rather than actual lower use of
surgical procedures. However, the hospital discharges
database used in this study registers above 95% of the
actual discharges in all ACs [22].
A third possible source of error is linked to the suc-

cess in assigning mastectomy cases to the place of resi-
dence (the base of the study is geographical and patients
are analyzed according to their place of residence). Sys-
tematic variability in the proportion of successful assign-
ment across geographical units would pose some doubts
about underlying bias. Previous studies using this same
cancer administrative data in Spain [22], showed assign-
ment rates above 95% of the cases and homogeneous
achievement across the territory. Therefore this source
of error would not affect this study results.
Miss-classification of cases due to the ICD9th definitions
In using hospital discharges administrative databases
(HDAD), cases are necessarily defined by ICD codes (in
Spain ICD9-CM). This “language” do not allow for
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distinction between primary breast surgery, re-interven-
tion in the same breast and intervention on the contralat-
eral breast. This limitation creates a risk of double
counting and case misclassification (e.g., initial CS fol-
lowed by NCS due to recidive in the same breast or new
CS for the contralateral breast). If misclassification were
important, it would be necessary to consider whether it
affects CS rates in a different manner across healthcare
areas since the second intervention due to recidive will
be less conservative. A Spanish study, in which the
HDAD was compared with 4 population cancer regis-
tries, showed that, in the particular case of breast cancer
(using the same definition applied for this study), the
positive predictive value for the HDAD definition was
above 80% [36]. The percentage of cases that could be
considered as “misclassified”, being recidive or contralat-
eral breast interventions were only one in 100,000 people.

Conclusion
As observed, living in a certain healthcare area or politi-
cal demarcation of the country, affects the probabilities
of a woman receiving one type of surgery or the other.
In the case of CS, this probability is also influenced by
the economic level of the population living there.
The revision of breast cancer screening programs’

characteristics and the assessment of effective access to
them in certain deprived areas is critical to reduce the
detected underutilization of CS in certain places. In
turn, smaller tumors once detected, will require timely
availability of CS, whichever the socioeconomic status of
the served population.
According to the literature women subject to NCS

experience worse quality of life, physical image and
satisfaction indicators than those undergoing CS
[37-39]. Thus the women living in areas with higher
NCS rates will presumably be in disadvantage to their
peers living in areas with high CS rates were they to suf-
fer breast cancer. This situation in areas with lower
socioeconomic level must be tackled through strategies
to increase effective early detection, particularly in a
country where women have universal access to screen-
ing and treatment, without any copayment.

Additional material

Additional file 1: Age-standardized rates of breast cancer surgery
and potential explanatory socioeconomic and supply factors, by
type of intervention and age-group. The file shows the different
analyses aimed to explore the relationship between standardized-rates of
mastectomy and, supply and demand factors potentially related to
variation.

Additional file 2: Multilevel analyses modelling. The file describes the
most parsimonious models estimated to describe the factors affecting
variation by type of intervention (conservative vs. non-conservative) and
age-group.

Additional file 3: Joint point analysis of change in utilisation trends
for conservative and non conservative surgery per age group. The
file illustrates the joint-model estimates, testing whether the early
adoption of conservative surgery explained part of the variation.

Acknowledgements
This article is embedded in the work of the Altas VPM group http://www.
atlasvpm.org. We particularly thank Miriam Seral, Natalia Martínez and
Joaquín Resa for providing contextual information and insight for
operational definitions. Authors are indebted with the Spanish Healthcare
Authorities participating in the project, which allowed the use of regional
hospital discharge databases. The study was developed as a cooperative
project funded throughout a public grant from the Institute for Health
Carlos III (PI061673) and an unconditional grant from the non-profit
organization Obra Social Ibercaja.

Author details
1Instituto Aragonés de Ciencias de la Salud. Instituto de Investigación
Sanitaria Aragón. Zaragoza, Spain. 2Centro Superior de Investigación en
Salud Pública.(CSISP) Valencia, Spain.

Authors’ contributions
MRL, SGA, MBAT, SPM and EBD have been involved in designing, discussing
results, and in drafting the paper. MRL and EBD developed the analyses. All
authors read and approved the final manuscript.

Competing interests
The authors declare that they have no competing interests.

Received: 6 August 2010 Accepted: 19 April 2011
Published: 19 April 2011

References
1. López-Abente G, Pollán M, Aragonés N, Pérez-Gómez B, Hernández V, Lope

Carvajal V, et al: La situación del cáncer en España. Madrid: Ministerio de
Sanidad y Consumo; 2005.

2. Sant M, Allemani C, Santaquilani M, Knijn A, Marchesi F, Capocaccia R,
EUROCARE Working Group: EUROCARE-4. Survival of cancer patients
diagnosed. in 1995-1999. Results and commentary. Eur J Cancer 2009,
45:931-99.

3. Arriagada R, Lê MG, Rochard F, Contesso G: Conservative treatment versus
mastectomy in early breast cancer: patterns of failure with 15 years of
follow-up data. Institut Gustave-Roussy Breast Cancer Group. J Clin Oncol
1996, 14:1558-64.

4. Fisher B, Anderson S, Bryant J, Margolese RG, Deutsch M, Fisher ER,
Jeong JH, et al: Twenty-year follow-up of a randomized trial comparing
total mastectomy, lumpectomy, and lumpectomy plus irradiation for the
treatment of invasive breast cancer. N Engl J Med 2002, 347:1233-41.

5. van Dongen JA, Voogd AC, Fentiman IS, Legrand C, Sylvester RJ, Tong D,
et al: Long term results of a randomized trial comparing breast-
conserving therapy with mastectomy: European Organization for
Research and Treatment of Cancer 10801 trial. J Natl Cancer Inst 2000,
92:1143-50.

6. Veronesi U, Cacinelli N, Mariano L, Greco M, Saccozzi R, Luini A, et al:
Twenty-year follow-up of a randomized study comparing breast-
conserving surgery with radical mastectomy for early breast cancer. N
Engl J Med 2002, 347:1227-32.

7. Gilligan MA, Kneusel RT, Hoffmann RG, Greer AL, Nattinger AB: Persistent
differences in sociodemographic determinants of breast conserving
treatment despite overall increased adoption. Med Care 2002, 40:181-9.

8. Mandelblatt JS, Kerner JF, Hadley J, Hwang YT, Eggert L, Johnson LE, et al:
Variations in breast carcinoma treatment in older Medicare beneficiaries:
is it black or white. Cancer 2002, 95:1401-14.

9. Nattinger AB, Gottlieb MS, Veum J, Yahnke D, Goodwin JS: Geographic
variation in the use of breast-conserving treatment for breast cancer. N
Engl J Med 1992, 326:1102-7.

10. Smith GL, Xu Y, Shih YC, Giordano SH, Smith BD, Hunt KK, et al: Breast-
conserving surgery in older patients with invasive breast cancer: current

Ridao-López et al. BMC Cancer 2011, 11:145
http://www.biomedcentral.com/1471-2407/11/145

Page 9 of 10

http://www.biomedcentral.com/content/supplementary/1471-2407-11-145-S1.DOC
http://www.biomedcentral.com/content/supplementary/1471-2407-11-145-S2.DOC
http://www.biomedcentral.com/content/supplementary/1471-2407-11-145-S3.DOC
http://www.atlasvpm.org
http://www.atlasvpm.org
http://www.ncbi.nlm.nih.gov/pubmed/19171476?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19171476?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8622072?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8622072?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8622072?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12393820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12393820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12393820?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10904087?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10904087?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10904087?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12393819?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12393819?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11880791?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11880791?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11880791?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12237908?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12237908?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1552911?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1552911?dopt=Abstract


patterns of treatment across the United States. J Am Coll of Surg 2009,
209:425-33.

11. van Nes JGH, Seynaeve C, Jones S, Markopoulos C, Putter H: van de Velde
CJH on behalf of the Tamoxifen and Exemestane Adjuvant Multinational
(TEAM) trialists Variations in locoregional therapy in postmenopausal
patients with early breast cancer treated in different countries. British
Journal of Surgery 2010, 97:671-679.

12. Librero J, Peiró S, Bernal-Delgado E, Allepuz A, Ridao M, Martínez N:
Metodología del Atlas de variaciones en hospitalizaciones por cirugía
oncológica en el Sistema Nacional de Salud. Atlas Var Pract Med Sist Nac
Salud 2009, 6:274-82.

13. La Caixa: Economic Yearbook for Spain. 2005 [http://www.anuarieco.
lacaixa.comunicacions.com/java/X?cgi=caixa.le_RightMenuHemeroteca.
pattern], Accessed 19-6-2010.

14. Survey of Inpatient Centres 2003: (ESCRI) Ministry of Health and Social
Policy. 2010 [http://pestadistico.msc.es], Accessed 19-6-2010.

15. Ibáñez B, Librero J, Bernal-Delgado E, Peiró S, López-Valcarcel BG,
Martínez N, et al: Is there much variation in variation? Revisiting statistics
of small area variation in health services research. BMC Health Serv Res
2009, 9:60.

16. Stoyanova A, Rodríguez M, Pinilla J: El mapa de las desigualdades en
salud por grupos de edad en España. Cuadernos Económicos de ICE 2009,
75:21-42.

17. Wagstaff A, Paci P, van Doorslaer E: On the measurement of inequality in
health. Soc Sci Med 1991, 33:545-57.

18. Merlo J, Chaix B, Yang M, Lynch J, Råstam L: A brief conceptual tutorial on
multilevel analysis in social epidemiology: interpreting neigbourhood
differences and the effect of neighbourhood characteristics on
individual health. J Epidemiol Community Health 2005, 59:1022-1029.

19. StataCorp: Stata Statistical Software: Release 10. College Station: TX:
StataCorp LP; 2007.

20. Araar A, Duclos JI, DASP: Distributive Analysis Stata Package. Université
Laval, PEP, CIRPÉE and World Bank; 2009.

21. Dartmouth Atlas of Health Care: Hanover NH:The Center for the
Evaluative Clinical Sciences at Dartmouth Medical School. Available at.
2000 [http://www.dartmouthatlas.org/downloads/reports/effective_care.pdf],
(Data on-line).

22. Oliva G, Allepuz A, Kotzeva A, Tebé C, Bernal-Delgado E, Peiró S:
Variaciones en hospitalizaciones por cirugía oncológica en el Sistema
Nacional de Salud. Atlas Var Pract Med Sist Nac Salud 2009, 6:241-72.

23. Asua J: Mamografía y detección precoz del cáncer de mama. Rev Esp
Salud Pública 2005, 79:517-20.

24. Castells X, Sala M, Ascunce N, Salas D, Zubizarreta R, Casamitjana M:
Descripción del cribado del cáncer en España. Proyecto DESCRIC. Plan de
Calidad para el Sistema Nacional de Salud. Ministerio de Sanidad y Consumo.
Agència d’Avaluació de Tecnologia i Recerca Mèdiques de Cataluña. AATRM
Núm.2006/01 2006.

25. Rubio IT, Marco V: La importancia de los márgenes quirúrgicos en la
cirugía conservadora en el cáncer de mama. Cir Esp 2006, 79:3-9.

26. Kim HJ, Fay MP, Feuer EJ, Midthune DN: Permutation tests for joinpoint
regression with applications to cancer rates. Stat Med 2000, 19:335-51.

27. National Cancer Institute: Research and Applications Branch. Joint point
trend analysis software. [http://surveillance.cancer.gov/software/], Accessed
19-6-2010.

28. Tebé C, Márquez-Calderón S, Benitez JR, Sánchez-Lanuza M, Fernández R,
Aguado MJ: Estado actual de la cirugía oncológica de mama en
Andalucía y Cataluña. Cir Esp 2009, 86:369-77.

29. Halm EA, Lee C, Chassin MR: Is volume related to outcome in health
care? A systematic review and methodologic critique of the literature.
Ann Intern Med 2002, 137:511-20.

30. Nattinger AB, Laud PW, Sparapani RA, Zhang X, Neuner JM, Gilligan MA:
Exploring the surgeon volume outcome relationship among women
with breast cancer. Arch Intern Med 2007, 167:1958-63.

31. Katz SJ, Lantz PM, Janz NK, Fagerlin A, Schwartz K, Liu L, et al: Surgeon
perspectives about local therapy for breast carcinoma. Cancer 2005,
104:1854-61.

32. Keating NL, Weeks JC, Borbas C, Guadagnoli E: Treatment of early stage
breast cancer: do surgeons and patients agree regarding whether
treatment alternatives were discussed? Breast Cancer Res Treat 2003,
79:225-31.

33. Morrow M, Jagsi R, Alderman AK, Griggs JJ, Hawley ST, Hamilton AS, et al:
Surgeon recommendations and receipt of mastectomy for treatment of
breast cancer. JAMA 2009, 302:1551-6.

34. Molenaar S, Oort F, Sprangers M, Rutgers E, Luiten E, Mulder J, et al:
Predictors of patients choices for breast-conserving therapy or
mastectomy: a prospective study. Br J Cancer 2004, 90:2123-30.

35. Polsky D, Keating NL, Weeks JC, Schulman KA: Patient choice of breast
cancer treatment: impact on health state preferences. Med Care 2002,
40:1068-79.

36. Bernal-Delgado E, Martos C, Martínez N, Chirlaque MD, Márquez M,
Navarro C, et al: Is hospital discharge administrative data an appropriate
source of information for cancer registries purposes? Some insights
from four Spanish registries. BMC Health Serv Res 2010, 10:9.

37. Curran D, van Dongen JP, Aaronson NK, Kiebert G, Fentiman IS, Mignolet F,
et al: Quality of life of early-stage breast cancer patients treated with
radical mastectomy or breast-conservating procedures: results of EORTC
trial 1081. Eur J Cancer 1998, 34:307-14.

38. McCready D, Holloway C, Shelley W, Down N, Robinson P, Sinclair S, et al:
Surgical management of early stage invasive breast cancer: a practice
guideline. Can J Surg 2005, 48:185-94.

39. Pockaj BA, Degnim AC, Boughey JC, Gray RJ, McLaughlin SA, Dueck AC,
et al: Quality of life after breast cancer surgery: What have we learned
and where should we go next? J Surg Oncol 2009, 99:447-55.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2407/11/145/prepub

doi:10.1186/1471-2407-11-145
Cite this article as: Ridao-López et al.: Income level and regional
policies, underlying factors associated with unwarranted variations in
conservative breast cancer surgery in Spain. BMC Cancer 2011 11:145.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Ridao-López et al. BMC Cancer 2011, 11:145
http://www.biomedcentral.com/1471-2407/11/145

Page 10 of 10

http://www.ncbi.nlm.nih.gov/pubmed/20393978?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20393978?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20393978?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20393978?dopt=Abstract
http://www.anuarieco.lacaixa.comunicacions.com/java/X?cgi=caixa.le_RightMenuHemeroteca.pattern
http://www.anuarieco.lacaixa.comunicacions.com/java/X?cgi=caixa.le_RightMenuHemeroteca.pattern
http://www.anuarieco.lacaixa.comunicacions.com/java/X?cgi=caixa.le_RightMenuHemeroteca.pattern
http://pestadistico.msc.es
http://www.ncbi.nlm.nih.gov/pubmed/19341469?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19341469?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1962226?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1962226?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286487?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286487?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286487?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286487?dopt=Abstract
http://www.dartmouthatlas.org/downloads/reports/effective_care.pdf
http://www.ncbi.nlm.nih.gov/pubmed/16426527?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16426527?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10649300?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10649300?dopt=Abstract
http://surveillance.cancer.gov/software/
http://www.ncbi.nlm.nih.gov/pubmed/19800055?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19800055?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12230353?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12230353?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17923595?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17923595?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16161056?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16161056?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12825857?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12825857?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12825857?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19826024?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19826024?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15150557?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15150557?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12409852?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12409852?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20059773?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20059773?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20059773?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9640214?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9640214?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/9640214?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16013621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16013621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19418493?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19418493?dopt=Abstract
http://www.biomedcentral.com/1471-2407/11/145/prepub

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Design
	Population and setting
	Main endpoints
	Independent socioeconomic variables
	Alternative explanatory factors
	Analysis
	Ethics

	Results
	Discussion
	Consistency with previous knowledge
	Alternative explanations for the obtained model
	Do differences in tumors size explain the differences in rates?
	Are there differences across healthcare areas regarding the speed of adoption of conservative surgery technology?
	Unaccounted Factors

	Study Limitations
	Design Type
	Selection bias
	Miss-classification of cases due to the ICD9th definitions


	Conclusion
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


