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Abstract
Objectives: Insight into the aggressiveness of potential breast cancers found in screening may optimize recall decisions. Specific

growth rate (SGR), measured on mammograms, may provide valuable prognostic information. This study addresses the associ-

ation of SGR with prognostic factors and overall survival in patients with invasive carcinoma of no special type (NST) from a

screened population.

Methods: In this historic cohort study, 293 women with NSTwere identified from all participants in the Nijmegen screening

program (2003–2007). Information on clinicopathological factors was retrieved from patient files and follow-up on vital status

through municipalities. On consecutive mammograms, tumor volumes were estimated. After comparing five growth functions,

SGR was calculated using the best-fitting function. Regression and multivariable survival analyses described associations between

SGR and prognostic factors as well as overall survival.

Results: Each one standard deviation increase in SGR was associated with an increase in the Nottingham prognostic index by

0.34 [95% confidence interval (CI): 0.21–0.46]. Each one standard deviation increase in SGR increased the odds of a tumor with

an unfavorable subtype (based on histologic grade and hormone receptors; odds ratio 2.14 [95% CI: 1.45–3.15]) and increased

the odds of diagnosis as an interval cancer (versus screen-detected; odds ratio 1.57 [95% CI: 1.20–2.06]). After a median of 12.4

years of follow-up, 78 deaths occurred. SGR was not associated with overall survival (hazard ratio 1.12 [95% CI: 0.87–1.43]).
Conclusions: SGR may indicate prognostically relevant differences in tumor aggressiveness if serial mammograms are available.

A potential association with cause-specific survival could not be determined and is of interest for future research.
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Background
Breast cancer is a heterogeneous disease that can range from
rather indolent to life-threatening.1–3 After a breast cancer diag-
nosis, detailed knowledge of its prognosis is essential to inform
patients andmake adequate therapeutic decisions.4 In screening,
knowledge about tumor aggressiveness may help the timely
detection of those tumors that would otherwise become life-
threatening and at the same time reduce the overdiagnosis of
tumors that would cause no harm.5 In either a clinical or screen-
ing setting, the growth rate could be measured if serial mammo-
grams, previously acquired in screening examinations, are
available and may indicate differences in tumor aggressiveness.

Most existing prognostic models incorporate at least lymph
node involvement, histologic grade, and tumor size.6 When a
pathological assessment is not yet available, as in screening,
tumor size could also be estimated from mammograms. Not
all small tumors would become life-threatening larger tumors
if left untreated, but some small tumors possess unfavorable

biological characteristics and have a poor prognosis despite
their size. Some large tumors with favorable biological features
may have a better prognosis than small tumors of the unfavor-
able type.7

Therefore we need information beyond size to distinguish
aggressive from indolent tumors. While histopathological or
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molecular analyses may fill this gap, information from mam-
mograms may be valuable as well.8 If, as for many screened
patients, serial mammograms are available, temporal features
such as growth rate could be assessed. Overlooked or misinter-
preted features that are in hindsight visible on previous mam-
mograms may be related to a patient’s prognosis.9 At
diagnosis, such information could be prognostically relevant
in addition to histopathological or molecular markers.10 In
screening, it could support radiologists in their referral deci-
sions, as they inevitably have to rely on information that can
be obtained from mammograms.

Growth rate is an intuitive marker that has previously been
hypothesized to indicate differences in tumor aggressiveness.
However, very few studies have been carried out that study
the association between growth rate and known clinicopatholo-
gic factors or patient outcomes.11,12 Gaining knowledge of
such associations is an important first step to determining
whether growth rate should be posed as a candidate prognostic
marker. Hence, this study investigates the association between
specific growth rate (SGR), as calculated from serial mammo-
grams, and established prognostic clinicopathologic factors as
well as overall survival in patients with invasive carcinoma
of no special type (NST) from a screened population.

Methods

Study population and design
In this historic cohort study, women diagnosed with NST were
identified from all women who participated in the Nijmegen
screening program (Nijmegen, The Netherlands) between
2000 and 2007. A detailed description of this program,
which started inviting women for biennial mammographic
screening in 1975 and became part of the nationwide screening
in 1989, has been published elsewhere.13 Women in the study
cohort received a biennial invitation to the breast cancer screen-
ing program between the ages of 50 and 74 years. At the first
visit, screen-film mammograms were made in two views,
mediolateral-oblique (MLO) and craniocaudal (CC). Contrary
to current screening practice, the CC view was only made on
indication in subsequent screening visits (e.g. because of
dense glandular tissue).

A flowchart showing the selection of breast cancer patients
to be analyzed in this study is presented in Figure 1. The
screened population gave rise to 635 breast cancer cases, of
whom 439 were diagnosed with NST, 88 with invasive
lobular carcinoma (ILC), 64 with ductal carcinoma in situ
(DCIS), and 44 with other types of breast cancer. In this
study, we looked at patients with NST only as it is the most
common type of breast cancer and it presents as a discrete
mass in approximately 70% to 75% of cases, allowing
for direct measurement of tumor size, whereas patients with
ILC often show more subtle mammographic changes, for
example, architectural distortion.14,15 From the 439 NST
cases, 94 were excluded because cancer did not present as a
mass (but as calcifications only, architectural distortion, or
asymmetry). Another 52 patients were excluded because their
mammograms could not be traced.16

Ethics approval and consent to participate
This study was conducted in accordance with the declaration of
Helsinki and the Code of Conduct for the Use of Data in Health
Research (see https://www.federa.org/codes-conduct). The
Central Committee on Research involving Human Subjects
(METC Oost-Nederland) has declared that approval from our
local Institutional Review Board for this study with no extra
burden for participants is not required according to the Dutch
Medical Research Involving Human Subjects Act. No explicit
written or verbal informed consent was obtained, as consent
was obtained through an opt-out procedure that exists in the
Dutch national breast cancer screening program. Women
who participated in the breast cancer screening program were
informed in writing about the use of personal data for research
and had the opportunity to object to this by filling out a form or
otherwise automatically consent by participating in screening.
In this study, no data were used of women who objected to
the use of their data.

Information on clinicopathologic factors and follow-up
for vital status
Information on a range of established prognostic factors could
be derived from patient files for 293 of the NST cases. These
included age at diagnosis and tumor characteristics (screen-
detected or interval cancer, palpability, pathologic size, histo-
logic grade, mitotic activity index (MAI), axillary lymph
node involvement, number of positive lymph nodes, and estro-
gen/progesterone receptor (ER/PR) status).

The nine municipalities in which the patients lived were
contacted to gather information on vital status and duration
of follow-up until December 2019. As one municipality did
not participate in our study, follow-up was not possible for
15 patients and hence information on overall survival was
available for 278 NST cases.

Measurement of tumor size and calculation of tumor
volume
Tumor size was determined on the diagnostic mammogram, the
last screening mammogram, and the penultimate screening
mammogram. For screen-detected cancers, the last screening
mammogram was the positive mammogram that prompted
a referral to a hospital and usually preceded the diagnostic
mammogram by a few days or weeks. For interval cancers,
the last screening mammogram was the last negative screening
mammogram, which preceded the diagnostic mammogram by
a median of 16.9 (interquartile interval (IQI) 13.0–21.7)
months. The penultimate mammogram was made a median
of 24 months (IQI 23.5–24.6) months before the last screening
mammogram for both screen-detected and interval cancers.
Tumor size was measured on mammograms in MLO views,
as CC views were only available for ∼50% of the cases. On
each mammogram, a researcher and a research assistant deter-
mined the longest axis of the tumor (length) and the diameter
perpendicular to the longest axis (width) by consensus. In
case of disagreement, a screening radiologist was consulted.
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For 55 out of 223 screen-detected cancers, no diagnostic mam-
mogram was available. Here, tumor volume at diagnosis was
assumed to be equal to that at the screening mammogram
that prompted referral given the short time in between. For
patients with multiple visible masses (N= 54) the largest
mass was measured. For 24 out of 70 interval cancers, no diag-
nostic mammogram was available. Here, the diameter at diag-
nosis as annotated in the patient file was used for both length
and width. The lengths measured on the available diagnostic
mammograms (N= 214) showed excellent agreement with
the diameter as annotated by the radiologist (intraclass correl-
ation coefficient= 0.94 [95% confidence interval (CI): 0.93–
0.96]).

For 60 patients, no measurable tumor mass could be
observed on either the screening mammogram prior to diag-
nosis (for interval cancers) or the penultimate screening
mammogram (for either screen-detected cancers or interval
cancers) and it was assumed that the tumor was too small to
be visible. In such cases, both tumor length and width were
set to be equal to a threshold value above which the tumor

would have been visible. As the density of surrounding
breast tissue greatly influences tumor visibility, this
threshold value was equal to the smallest observed tumor
size in all mammograms with similar density.17 Breast
density was assessed using Wolfe’s categories and classi-
fied as having densities that occupy <25% of the breast
area (Wolfe’s N,P1) or over 25% of the breast area
(Wolfe’s P2,Dy), which correlates well with the 4th
edition of the American College of Radiology Breast
Imaging Reporting and Data System classification for
breast density.18,19 Tumor volume was estimated for each
mammogram assuming a spheroid tumor shape, by the fol-
lowing formula:

V = 4
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1
2
a ×

1
2
b ×

1
2

1
2
a+ 1

2
b

( )

where “a” represents the length and “b” the width of the
tumor. Detailed information on the visibility of masses on
the different screening examinations is presented in the
supplemental material (see Table S4).

Figure 1. Flowchart showing the selection of 293 NST cases that have been used for analyses.

NST: invasive carcinoma of no special type; ILC: invasive lobular carcinoma; DCIS: ductal carcinoma in situ.
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Statistical analysis
Comparison of growth functions and calculation of SGR. We com-
pared the fit of five growth functions to describe the relation-
ship between volume and time, as it is unknown which
function characterizes the growth of breast tumors best.20–22

To compare fits, at least three measurements were needed,
which is why only 70 patients with interval cancers were
used. The following functions were considered and fit using
non-linear mixed effects models: exponential, power law,
Gompertz, Von Bertalanffy, and generalized logistic
growth.23 Formulas are given in Supplemental Table S1.
Three equations all assume that a tumor could not grow
beyond a carrying capacity (Vmax), which was set at 1000
cm3 based on the preceding literature. For each patient, the
volume measured on the penultimate screening mammogram
(V0) was treated as a fixed variable, volume as the dependent
variable, SGR as a random independent variable that can
vary between patients, and scaling exponent α as a fixed inde-
pendent variable to be estimated for the power-law function.
The goodness of fit of these five models was compared by cal-
culating weights based on Akaike’s information criterion,
modified for small sample sizes, that express the probability
that a model is the best model, given the data and the models
under consideration.24,25

Based on the best-fitting growth function (power law, see
Supplemental Table S1), SGR was then calculated by linearly
regressing Vα on time and dividing the slope of the regression
line by α for each patient. Here, α is a constant scaling exponent
that is characteristic of the power law growth function and was
estimated to have a value of 0.18. For analyses of associations
between SGR and prognostic factors or overall survival, SGR
was standardized.

Associations between SGR and established prognostic factors. As a
summary measure that distinguishes patients with good, moder-
ate, or poor prognosis, the Nottingham prognostic index (NPI)
was calculated, using the pathologic tumor size, number of
lymph nodes involved, and histologic grade.26 Furthermore,
patients were, based on histologic grade and hormone receptor
status, classified as having a favorable (grade I and ER+ and/or
PR+), intermediate (grade I and ER- and PR-, grade II and ER
+ and/or PR+, grade III and ER+ and PR+) or unfavorable
(grade II and ER- and PR-, grade III and ER- and/or PR-) biologic
breast cancer subtype.7 To study the association between SGR
and NPI, linear regression was used, for which core assumptions
(linearity, normal distribution, andhomoscedastic residuals)were
met, based on visual evaluation. The association between SGR
and other continuous prognostic factors (age, tumor volume at
diagnosis, and MAI) was also studied by linear regression, yield-
ing regression coefficients and 95% CIs. Associations between
SGR and categorical prognostic factors (biologic subtype,
breast density, palpability, histologic grade, lymph node involve-
ment, ER status, and PR status) were studied by (polytomous)
logistic regression, yielding odds ratios (ORs), and 95% CIs.

Associations between SGR and overall survival. The association
between SGR and overall survival (after diagnosis) was first

assessed with Kaplan–Meier curves after categorizing SGR
into slow, intermediate, or fast-growing tumors. Secondly,
SGR was used on a continuous scale in a Cox regression
model, yielding hazard ratios (HRs) and 95% CIs. The propor-
tional hazard assumption and nonlinearity were evaluated by
scaled Schoenfeld residuals and martingale residuals, respect-
ively, and did not show violations. A directed acyclic graph
was constructed by the authors based on the existing literature
on growth rate and breast cancer prognostication and in con-
sultation with other experts in the IMAGINE consortium.
The graph was constructed using open-source software, to
identify a minimal sufficient adjustment set of variables that
were added in a multivariable Cox regression model to estimate
the total confounding-adjusted effect of SGR on overall sur-
vival.27,28 Assuming the causal structure presented in
Supplemental Figure S1, adjustments were made for age at
diagnosis, MAI, histologic grade, and ER and PR. In an add-
itional analysis, mammographic tumor volume at diagnosis
was added to the multivariable model, as it could, such as
SGR, serve as a proxy for tumor aggressiveness that can be
measured on mammograms. This analysis provides informa-
tion on a potential association between SGR and overall sur-
vival that is not explained by volume at diagnosis as an
intermediary variable. Detailed information on the goodness
of fit of all regression models is provided in Supplemental
Table S2.

Sensitivity analyses. The impact of setting a threshold value for
tumor volume on a previous mammogram without an observ-
able mass for 60 patients was assessed by repeating all ana-
lyses, assuming a volume of 0 cm3 for these tumors instead
(see Supplemental Table S3). Although the time period from
tumor onset to screen-detectable breast cancer cannot be
observed, it can be derived from previously reported tumor
volume doubling times that it may take longer than the time
between two screening examinations.29 Setting tumor volume
on mammograms without an observable mass to their threshold
value for detectability therefore provides a lower bound of
tumor growth rates for these cancers, while the sensitivity ana-
lysis of assuming 0 cm3 provides an upper bound of tumor
growth rates. By evaluating whether the conclusions of this
study are similar in both situations, we also assume that this
is true if the actual tumor volume of mammographically invis-
ible tumors lies between 0 cm3 and their detectable size. The
impact of different assumptions regarding tumor shape (cylind-
ric or spherical instead of spheroid) on results was also
assessed. Both the main analyses and sensitivity analyses
were performed using R version 3.6.3, using packages nlme,
lm, glm, and coxph. Hypothesis testing was two-sided with a
significance threshold of 0.05.

Results

Baseline characteristics
Table 1 presents baseline characteristics for the 293 patients
with NST. Of note, 223 cancers were detected through screen-
ing and 70 were interval cancers. Most patients had an
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intermediate biologic subtype of breast cancer and the median
NPI (4.1) indicates a moderate prognosis.30

Five different growth functions were compared based on
Akaike weights (see Supplemental Table S1). A power-law
function with an estimated exponent α of 0.18 fitted best to
the growth of 70 tumors with three measurements available,
compared to the other functions, given its Akaike weight of
>99%. Using this function to calculate SGR for all patients,
the median SGR was 0.74 [IQI 0.46–1.17] (cm3)0.18/year.
Using only the 233 cases where the tumor could be observed
on all mammograms, the median SGR was 0.68 [IQI
0.43–1.10] (cm3)0.18/year. Figure 2 shows the distribution of
SGR for screen-detected and interval cancers separately, where
interval cancer growth rates are shifted to the right, implying
faster growth. Median SGR was 0.93 [IQI 0.62–1.33]
(cm3)0.18/year for interval cancers and 0.69 [IQI 0.40–1.09]
(cm3)0.18/year for screen-detected cancers.

Associations between SGR and prognostic patient and
tumor characteristics
Table 2 shows associations between SGR (standardized and on
a continuous scale) and established clinical prognostic factors.
Associations between SGR and continuous prognostic factors
are presented as regression coefficients per one standard devi-
ation increase in SGR. For associations with categorical prog-
nostic factors, OR per one standard deviation increase in SGR
is given. Each one standard deviation increase in SGR was
associated with an increased score on NPI of 0.34 [0.21–
0.46], lower age at diagnosis (−0.94 [−1.69 to −0.19]), an
increased mammographic tumor volume of 3.52 cm3 [1.52–
5.53], and increased pathologic size of 0.46 cm [0.34–0.58] at
diagnosis. Furthermore, increasing SGR was associated with an
increased odds ratio of having a tumor with an unfavorable bio-
logic subtype (OR 2.14 [1.45–3.15], compared to favorable bio-
logic subtype), of high histologic grade (OR 1.97 [1.37–2.83],
compared to low grade) and an increased odds to have a palpable
tumor (OR 2.00 [1.50–2.65]). Lastly, there was an increased odds
to be detected as an interval cancer (OR 1.57 [1.20–2.06] per one
standard deviation increase in SGR).

Associations with overall survival
Based on 278 patients, the median follow-up time was 12.4
years (range 1.2 to 19.1) and 78 deaths occurred. Overall, 5-,
10- and 15-year survival rates were 94, 81, and 66%, respect-
ively. Figure 3 shows the survival curves, stratified by SGR,
and does not indicate differences between SGR tertiles.
Table 3 shows no association of SGR with overall survival
(adjusted HR= 1.12 [0.87–1.43] per one standard deviation
increase in SGR). The effect of SGR on overall survival that
was furthermore adjusted for mammographic volume at diag-
nosis also did not show an association (adjusted HR= 0.98
[0.74–1.30] per one standard deviation increase in SGR).

Discussion
This historic cohort study of 293 screened NST patients
explored whether SGR could indicate differences in tumor

aggressiveness and whether it shows potential to be used as a
prognostic marker. SGR was associated with various clinico-
pathologic factors that are known to have such potential in a
clinical setting. Patients with faster-growing tumors scored
on average higher on the NPI, were more likely to have a
tumor of an unfavorable biologic subtype and higher histologic
grade, were on average younger and presented with tumors that
had reached a larger volume at diagnosis and that were more
likely to be palpable. While these findings indicate that SGR
could contain information relevant to breast cancer prognosis,
an association with overall survival was not found. Whether
SGR is useful for predicting a long-term patient outcome there-
fore remains up for debate.

Comparison to literature
Studies on growth rate and prognostic factors in breast cancer
are scarce. Age, tumor size, stage, grade, axillary lymph node
involvement PR status, Her2, and Ki-67 have previously
been linked to the growth rate.31–36 In previous studies, mea-
surements were often based on clinical serial mammograms
or ultrasound, with a short time interval, instead of screening
mammograms, with generally longer time intervals. Many of
these studies may suffer from selection bias, excluding patients
without visible growth (slow-growing tumors) or patients
where no tumor was observed on previous images (likely to
be fast-growing tumors), affecting the distribution of growth
rates. A direct comparison of the distribution of growth rates
in the present study to the previous literature is not possible,
as most literature assumed growth to be exponential, yielding
a different unit for growth rate.11,32,37–42 This study preserved
information from mammograms without a visible tumor by
assuming a density-based threshold volume. In a sensitivity
analysis where this threshold volume was set to 0 cm3,
results were not altered.

To the best of our knowledge, only five studies have previ-
ously assessed the association between tumor growth rate and
survival.37,43–46 Kusama et al. suggested that faster-growing
tumors are associated with lower overall survival rates than
intermediate or slow-growing tumors.45 Galante et al.44 evalu-
ated 180 patients and did not find an association between tumor
volume doubling time and disease-free survival. Kuroishi
et al.37 did find growing tumors were associated with poorer
overall survival when compared to slow-growing tumors in a
study where mammograms of 122 patients were reviewed.
More recently, Yoo et al. evaluated tumor growth on ultra-
sound in 957 patients and were the first to use SGR rather
than the commonly used tumor volume doubling time.46

They found a significant association between SGR and disease-
free survival. Even though the largest study to date, the differ-
ence in imaging methods and the short time interval between
serial measurements in the study by Yoo et al. hamper a
direct comparison. Our study does compare well to a recent
study that also compared growth function assumptions and,
using a power-law growth function to calculate SGR, found
associations with NPI, Ki-67, size, grade, mitotic activity,
and breast cancer-specific survival. Important differences
were the exclusion of patients when no tumor was visible on
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a previous mammogram and the analysis of fewer cases (N=90).43

Advances in screening and treatment have led to decreased
breast cancer mortality.47 Hence, to study associations with
breast cancer prognosis, cause-specific survival is often the
preferred outcome measure in more recent cohorts, as overall
survival measured in a cohort of breast cancer patients is increas-
ingly affected by competing risks for death.

Strengths and limitations
An important challenge for any study on tumor growth is to
accurately measure tumor size. The close correlation between
measured diameters on diagnostic mammograms and the dia-
meters as annotated by the radiologist in patient files in our
study supports that the error of this manual measurement
may have been small. Next, we assumed a three-dimensional
tumor shape (spheroid) and calculated tumor volumes.

Table 1. Baseline characteristics for 293 screened women diagnosed with invasive carcinoma of no special type.

Characteristic All (N=293)
Low SGR
(N= 98)

Intermediate
SGR (N= 97)

High SGR
(N= 98)

Age at diagnosis Median (IQI) in years 61.7 (57.1–67.4) 62.8 (58.0–68.7) 61.9 (57.6–67.4) 59.4 (55.6–65.9)

Detection mode Screen-detected 223 (76.1) 89 (90.8) 66 (78.0) 68 (69.4)

Interval 70 (23.9) 9 (9.2) 31 (32.0) 30 (30.6)

Palpable tumor No 135 (52.3) 63 (71.6) 39 (47.6) 33 (37.5)

Yes 123 (47.7) 25 (28.4) 43 (52.4) 55 (62.5)

Not available 35 10 15 10

Breast density Non-dense (Wolfe’s ‘N1, P1’) 222 (75.8) 70 (71.4) 81 (83.5) 71 (72.4)

Dense (Wolfe’s ‘P2, Dy’) 71 (24.2) 28 (28.6) 16 (16.5) 27 (27.6)

Mammographic tumor
volume at diagnosis

Median (IQI) in cm3 1.2 (0.46–4.2) 0.52 (0.22–1.27) 0.76 (0.45–3.50) 4.12 (.155–8.18)

Specific growth rate Median (IQI) in (cm3)0.18/year 0.74 (0.46–1.17) 0.31 (0.09–0.45) 0.74 (0.63–0.87) 1.36 (1.17–1.63)

Nottingham prognostic Index Median (IQI) 4.2 (3.2–4.5) 3.4 (3.2–4.3) 4.1 (3.2–4.4) 4.4 (3.4–4.7)

Not available 18 10 4 4

Biologic subtype Favorable 57 (20.6) 23 (25.3) 22 (23.9) 12 (12.8)

Intermediate 151 (54.5) 55 (60.4) 48 (52.2) 48 (51.1)

Unfavorable 69 (24.9) 13 (14.3) 22 (23.9) 34 (36.2)

Not available 16 7 5 4

Pathologic tumor size Median (IQI) in cm 1.5 (1.2–2.1) 1.3 (0.9–1.7) 1.5 (1.2–1.9) 2.1 (1.5–2.9)

Tumor grade I 60 (21.2) 24 (25.8) 23 (24.2) 13 (13.7)

II 124 (43.8) 45 (48.4) 41 (43.2) 38 (40.0)

III 99 (35.0) 24 (25.8) 31 (32.6) 44 (46.3)

Not available 8 5 2 3

MAI Median (IQI) 6 (3–13) 5 (3–12) 5 (3–11) 8 (4–14)

Not available 18 3 7 8

Axillary lymph nodes Negative 179 (63.3) 70 (76.1) 56 (59.6) 53 (54.6)

SN micrometastasis 18 (6.4) 6 (6.5) 8 (8.5) 4 (4.1)

Positive 86 (30.4) 16 (17.4) 30 (31.9) 40 (41.2)

Not available 10 6 3 1

ER Negative 43 (15.1) 9 (9.6) 15 (16.0) 19 (19.6)

Positive 242 (84.9) 85 (90.4) 79 (84.0) 78 (80.4)

Not available 8 4 3 1

PR Negative 122 (43.0) 35 (37.2) 39 (41.9) 48 (49.5)

Positive 162 (57.0) 59 (62.8) 54 (58.1) 49 (50.5)

Not available 9 4 4 1

Abbreviations: SGR: specific growth rate; IQI: interquartile interval; MAI: mitotic activity index (number of mitoses per 10 high power fields); SN: sentinel node; ER:

estrogen receptor; PR: progesterone receptor.

Baseline characteristics are displayed for all 293 tumors as well as stratified by tertiles of specific growth rate. Numbers and percentages are given, unless otherwise

indicated.

Figure 2. Density plot showing the distribution of specific growth

rate, stratified by detection mode. The distribution of specific growth

rates of invasive breast cancer of no special type in screened women

is given, based on a power-law growth function.
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Assuming a different shape (cylindric or spherical) did not alter
the results of this study, confirming previous findings.11 It may
seem intuitive to calculate the lesion area instead, as the lesion is
observed as a two-dimensional phenomenon on a mammogram.
However, calculating volumes is expected to produce a more
valid estimation, motivated by the fact that lesion area measure-
ments vary more widely between CC and MLO views.48

Another challenge involves selecting a mathematical
growth function to calculate SGR. Previous studies do not
provide a definite answer on which growth function is most
likely to be correct.11,23,49 In light of this, it is a major strength
of this study to first consider the fit of different relevant
growth functions, instead of assuming a function to calculate
SGR. Given the fact that the fit of growth functions could only
be tested on 70 patients with interval cancer, a definite conclu-
sion regarding the actual growth pattern of all breast tumors is
however not possible. A power-law function seems a plaus-
ible assumption, as several studies have challenged the
idea of a constant doubling of all cells, as is assumed in an
exponential function (and the early stages of a Gompertzian
function).20,50–52 The marked differences in model fit
between growth functions in this study (see Supplemental
Table S1) highlight the relevance of comparing those
functions before calculating SGR.

A limitation of this study is the lack of information on cause-
specific survival, which would be preferred over overall sur-
vival. A possible association between SGR and cause-specific
survival may have been obscured by the use of overall survival,
as SGR is unlikely to be related to competing causes of death.
The dilution of a possible association between SGR and cause-
specific survival may be considerable, as a recent study showed
that only half of deaths after a breast cancer diagnosis were
caused by breast cancer itself.53 The choice of factors to
adjust for, in order to minimize confounding in the estimated
association between SGR and overall survival, was motivated
by a directed acyclic graph. As the literature on breast cancer
growth rate is scarce, strong assumptions regarding the true
causal relationships between growth rate and other factors,
for example, other mammographic features or pathological
variables, were required. Therefore, residual confounding
resulting from the misspecification of variables to adjust for
cannot be ruled out. Another limitation concerns the generaliz-
ability of our results: the choice to only include NST was moti-
vated by the fact that other cancer types commonly present as
different lesion types than masses. Naturally, this implies
results of this study are only valid for NST cases that mammo-
graphically present as a mass in a screened population.
Furthermore, despite this being one of the larger studies on

Table 2. Associations between SGR and prognostic factors.

Characteristic (continuous)

Linear regression models

ß 95% CI

Age at diagnosis (years) -0.94 -1.69 – -0.19

Mammographic tumor volume at diagnosis (cm3) 3.52 1.52 – 5.53

Nottingham Prognostic Index 0.34 0.21 – 0.46

Pathologic tumor size (cm) 0.46 0.34 – 0.58

MAI (mitoses per 10 high power fields) 4.03 1.55 – 6.52

Characteristic (categorical)

(Dichotomous/polytomous) logistic
regression models

OR 95% CI

Detection mode Interval vs. screen-detected 1.57 1.20 – 2.06

Palpable tumor Yes vs. no 2.00 1.50 – 2.65

Breast density Non-dense vs. dense 0.87 0.66 – 1.15

Biologic subtype

Favorable ref ref

Intermediate 1.36 0.97 - 1.92

Unfavorable 2.14 1.45 – 3.15

Tumor grade

I ref ref

II 1.28 0.91 – 1.81

III 1.97 1.37 – 2.83

Axillary lymph nodes

Negative ref ref

SN micro metastasis 0.76 0.44 – 1.29

Positive 1.39 1.06 – 1.79

ER Positive vs. negative 0.66 0.48 – 0.90

PR Positive vs. negative 0.74 0.58 – 0.94

Abbreviations: ß: regression coefficient for the association between SGR (continuous and standardized) and each (continuous) prognostic factor; OR: odds ratio

for the association between SGR (continuous and standardized) and each (categorical) prognostic factor; 95%CI: 95% confidence interval; SN: sentinel node; ER:

estrogen receptor; PR: progesterone receptor. Regression coefficients and odds ratios are obtained from linear regression analyses for associations between SGR

and continuous prognostic factors, and from dichotomous and polytomous logistic regression analyses for associations between SGR and categorical prognostic

factors, respectively. Regression coefficients and odds ratios represent the change or increased or decreased odds compared to its reference for each continuous

or categorical prognostic characteristic per one-standard-deviation increase in SGR.
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breast cancer growth rate, studies with larger cohorts and the
availability of double-view digital mammograms are desir-
able.54 Lastly, with more modern markers (e.g. Ki-67, Her2,
and gene expression assays) available, it would be possible
to categorize the biological subtypes (favorable, intermediate,
or unfavorable based on ER, PR, and grade) better (e.g. some
ER+/PR+ tumors in our study would not be classified as a
favorable subtype if Her2 status was known).55

Conclusions
The association between SGR and several clinicopathologic
markers found in this study underlines that SGR may be able
to predict tumor aggressiveness. To measure SGR validly, a

clearer understanding of breast cancer growth in vivo is
needed, to which this study contributes by comparing the fit of
different growth functions instead of making an arbitrary assump-
tion. To formulate more definite answers on the prognostic value
of SGR, future research should be aimed at investigating its asso-
ciation with recurrent breast cancer after treatment or cause-
specific survival. If SGR contains such information, it should
be investigated whether it does so in addition to existing histo-
pathological and molecular markers or only serves as a proxy
for these markers. This distinction is particularly important for
SGR to be valuable in a clinical setting. In screening, it may be
sufficient if SGR serves as a proxy for other markers that are
not yet available to the screening radiologists. The use of
digital mammography and increased possibilities to measure a

Table 3. Associations with overall survival for SGR and prognostic factors that were used for adjustment.

Variable HR 95% CI aHR 95% CI

SGR (standardized) Continuous 1.06 0.84–1.32 1.12 0.87–1.43

Age at diagnosis Continuous 1.08 1.04–1.11 1.10 1.05–1.14

MAI (mitoses per 10 high power fields) Continuous 1.00 0.99–1.01 1.00 0.99–1.01

Tumor grade I ref Ref Ref ref

II 1.08 0.57–2.03 0.91 0.48–1.71

III 1.42 0.75–2.66 1.72 0.90–3.32

ER Positive versus negative 0.80 0.44–1.46 0.84 0.37–1.89

PR Positive versus negative 0.99 0.63–1.57 0.99 0.56–1.73

Abbreviations: HR: univariable hazard ratio for the association with overall survival; aHR: adjusted hazard ratio for the association with overall survival in a

multivariable regression model; 95% CI: 95% confidence interval; SGR: specific growth rate; MAI: mitotic activity index; ER: estrogen receptor; PR: progesterone

receptor.

Figure 3. Overall survival probability for screened women diagnosed with invasive carcinoma of no special type. Survival probabilities are

stratified by specific growth rate (SGR) (slow vs. intermediate vs. fast).
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range of image features automatically will require further studies
on the predictive capacity of SGR to evaluate this in the context
of other data that can be obtained from mammograms.
Combined, this information may further improve breast cancer
prognostication, and growth rate may be an important feature
to consider when serial mammograms are available.

Acknowledgments

The authors thank all other members of the IMAGINE Consortium for their valuable input
during research meetings. The IMAGINE consortium is formed by the following research-
ers: Carla van Gils, Sjoerd Elias, Bas Penning de Vries (Julius Center for Health Sciences
and Primary Care, UMC Utrecht, Utrecht, The Netherlands), Ruud Pijnappel (Dutch
Expert Center for Screening, Nijmegen, The Netherlands), Esther Lips, Jelle Wesseling,
Sandra van den Belt, Merle van Leeuwen (Division of Molecular Pathology,
Netherlands Cancer Institute, Amsterdam, The Netherlands), Marja van Oirsouw, Ellen
Verschuur (Dutch Breast Cancer Association, Utrecht, The Netherlands), Nico
Karssemeijer, Ritse Mann (Department of Medical Imaging, Radboud university
medical center, Nijmegen, The Netherlands), Jonas Teuwen, Nikita Moriakov
(Department of Radiation Oncology, Netherlands Cancer Institute, Amsterdam, The
Netherlands), Jim Peters, Jos van Dijck and Mireille Broeders (Department for Health
Evidence, Radboud university medical center, Nijmegen, The Netherlands). The consor-
tium is led by Mireille Broeders (Mireille.Broeders@radboudumc.nl). The authors further-
more thank Monique Eijgenberger and Guido van Schoor for their valuable contributions
in measuring tumor sizes, assessment of mammographic densities, and contributions to
preceding work and Kit Roes and Jordache Ramjith for statistical advice. his study was
financially supported by the Dutch Cancer Society (project number KWF11835). The
funders had no role in study design, data collection and analysis, decision to publish, or
preparation of the manuscript.

Data availability

Data cannot be shared publicly because of legal and ethical reasons that are a consequence
of the informed consent procedure in this study. In the Dutch screening program, women
automatically consent to the use of their data for scientific research by participating in the
program, unless they object to this (an opt-out procedure). Women are informed about this
option, and no data have been used on women who objected to this. Consent to public
sharing of individual data can, however, not be assumed. Data that support the conclusions
of this work is on an aggregated level available in the manuscript and its supporting infor-
mation. Researchers who meet the criteria for access to confidential data may contact the
corresponding author.

Declaration of conflicting interests

The authors declared no potential conflicts of interest with respect to the research, author-
ship, and/or publication of this article.

Funding

The authors disclosed receipt of the following financial support for the research, author-
ship, and/or publication of this article: This work was supported by the KWF
Kankerbestrijding (grant number KWF11835).

ORCID iDs

Jim Peters https://orcid.org/0000-0002-6115-9678
Jos A.A.M. van Dijck https://orcid.org/0000-0002-9026-3351
Johannes D.M. Otten https://orcid.org/0000-0001-8910-6685
Mireille J.M. Broeders https://orcid.org/0000-0002-8741-8148

Supplemental material

Supplemental material for this article is available online.

References

1. Polyak K. Heterogeneity in breast cancer. J Clin Invest 2011; 121: 3786–3788.
2. Carter CL, Allen C and Henson DE. Relation of tumor size, lymph-node status, and

survival in 24,740 breast-cancer cases. Cancer 1989; 63: 181–187.
3. Colleoni M, Sun Z, Price KN, et al. Annual hazard rates of recurrence for breast

cancer during 24 years of follow-up: Results from the international breast cancer
study group trials I to V. J Clin Oncol 2016; 34: 27.

4. Moons KG, Royston P, Vergouwe Y, et al. Prognosis and prognostic research: What,
why, and how? Br Med J 2009; 338: b375.

5. Welch HG, Prorok PC, O’Malley AJ, et al. Breast-cancer tumor size, overdiag-
nosis, and mammography screening effectiveness. N Engl J Med 2016; 375:
1438–1447.

6. Phung MT, Tin Tin S and Elwood JM. Prognostic models for breast cancer: A system-
atic review. BMC Cancer 2019; 19: 30.

7. Lannin DR and Wang S. Are small breast cancers good because they are small or
small because they are good? N Engl J Med 2017; 376: 2286–2291.

8. Ma W, Zhao Y, Ji Y, et al. Breast cancer molecular subtype prediction by mammo-
graphic radiomic features. Acad Radiol 2019; 26: 196–201.

9. Broeders MJ, Onland-Moret NC, Rijken HJ, et al. Use of previous screening mammo-
grams to identify features indicating cases that would have a possible gain in progno-
sis following earlier detection. Eur J Cancer 2003; 39: 1770–1775.

10. Gradishar WJ, Anderson BO, Abraham J, et al. Breast cancer, version 3.2020, NCCN
clinical practice guidelines in oncology. J Natl Compr Canc Netw 2020; 18: 452–478.

11. Heuser L, Spratt JS and Polk HC Jr. Growth rates of primary breast cancers. Cancer
1979; 43: 1888–1894.

12. Spratt JS, Meyer JS and Spratt JA. Rates of growth of human neoplasms: Part II. J
Surg Oncol 1996; 61: 68–83.

13. Holland R, Rijken H and Hendriks J. The Dutch population-based mammography
screening: 30-year experience. Breast Care 2007; 2: 12–18.

14. Li CI, Uribe DJ and Daling JR. Clinical characteristics of different histologic types of
breast cancer. Br J Cancer 2005; 93: 1046–1052.

15. Newstead GM, Baute PB, and Toth HK. Invasive lobular and ductal carcinoma:
Mammographic findings and stage at diagnosis. Radiology 1992; 184: 623–627.

16. Otten JD, van Schoor G, Peer PG, et al. Growth rate of invasive ductal carcinomas
from a screened 50-74-year-old population. J Med Screen 2018; 25: 40–46.

17. Boyd NF, Guo H, Martin LJ, et al. Mammographic density and the risk and detection
of breast cancer. N Engl J Med 2007; 356: 227–236.

18. Wolfe JN. Risk for breast cancer development determined by mammographic paren-
chymal pattern. Cancer 1976; 37: 2486–2492.

19. Muhimmah I, Oliver A, Denton ER, et al. Comparison between Wolfe, Boyd,
BI-RADS and tabár-based mammographic risk assessment. In: International work-
shop on digital mammography. Berlin, Heidelberg: Springer Berlin Heidelberg,
2006, pp.407–415.

20. Hart D, Shochat E and Agur Z. The growth law of primary breast cancer as inferred
from mammography screening trials data. Br J Cancer 1998; 78: 382–387.

21. Collins VP, Loeffler RK and Tivey H. Observations on growth rates of human tumors.
Am J Roentgenol Radium Ther Nucl Med 1956; 76: 988–1000.

22. Mehrara E, Forssell-Aronsson E, Ahlman H, et al. Specific growth rate versus doub-
ling time for quantitative characterization of tumor growth rate. Cancer Res 2007; 67:
3970–3975.

23. Talkington A and Durrett R. Estimating tumor growth rates in vivo. Bull Math Biol

2015; 77: 1934–1954.
24. Burnham KP and Anderson DR. Model selection and multimodel inference: A prac-

tical information-theoretic approach. New York: Springer, 2003.
25. Wagenmakers EJ and Farrell S. AIC Model selection using Akaike weights. Psychon

Bull Rev 2004; 11: 192–196.
26. Haybittle JL, Blamey RW, Elston CW, et al. A prognostic index in primary breast

cancer. Br J Cancer 1982; 45: 361–366.
27. Textor J, Hardt J and Knüppel S. DAGitty: a graphical tool for analyzing causal dia-

grams. Epidemiology 2011; 22: 745.
28. Digitale JC, Martin JN and Glymour MM. Tutorial on directed acyclic graphs. J Clin

Epidemiol 2022; 142: 264–267.
29. Weedon-Fekjær H, Lindqvist BH, Vatten LJ, et al. Breast cancer tumor growth esti-

mated through mammography screening data. Breast Cancer Res 2008; 10: 1–13.
30. Todd JH, Dowle C, Williams MR, et al. Confirmation of a prognostic index in primary

breast cancer. Br J Cancer 1987; 56: 489–492.
31. Arnerlov C, Emdin SO, Lundgren B, et al. Mammographic growth rate, DNA ploidy,

and S-phase fraction analysis in breast carcinoma. A prognostic evaluation in a
screened population. Cancer 1992; 70: 1935–1942.

32. Arnerlov C, Emdin SO, Lundgren B, et al. Breast carcinoma growth rate
described by mammographic doubling time and S-phase fraction. Correlations
to clinical and histopathologic factors in a screened population. Cancer 1992;
70: 1928–1934.

33. Fornvik D, Lang K, Andersson I, et al. Estimates of breast cancer growth rate from
mammograms and its relation to tumour characteristics. Radiat Prot Dosimetry

2016; 169: 151–157.
34. Lundgren B. Observations on growth rate of breast carcinomas and its possible impli-

cations for lead time. Cancer 1977; 40: 1722–1725.
35. Peer PG, van Dijck JA, Hendriks JH, et al. Age-dependent growth rate of primary

breast cancer. Cancer 1993; 71: 3547–3551.

174 Journal of Medical Screening 31(3)

https://orcid.org/0000-0002-6115-9678
https://orcid.org/0000-0002-6115-9678
https://orcid.org/0000-0002-9026-3351
https://orcid.org/0000-0002-9026-3351
https://orcid.org/0000-0001-8910-6685
https://orcid.org/0000-0001-8910-6685
https://orcid.org/0000-0002-8741-8148
https://orcid.org/0000-0002-8741-8148


36. Tabbane F, Bahi J, Rahal K, et al. Inflammatory symptoms in breast cancer.
Correlations with growth rate, clinicopathologic variables, and evolution. Cancer
1989; 64: 2081–2089.

37. Kuroishi T, Tominaga S, Morimoto T, et al. Tumor growth rate and prognosis
of breast cancer mainly detected by mass screening. Jpn J Cancer Res 1990; 81:
454–462.

38. Spratt JS, Heuser L, Kuhns JG, et al. Association between the actual doubling times of
primary breast cancer with histopathologic characteristics and Wolfe’s parenchymal
mammographic patterns. Cancer 1981; 47: 2265–2268.

39. von Fournier D, Weber E, Hoeffken W, et al. Growth rate of 147 mammary carcin-
omas. Cancer 1980; 45: 2198–2207.

40. MacInnes EG, Duffy SW, Simpson JA, et al. Radiological audit of interval breast
cancers: estimation of tumour growth rates. Breast 2020; 51: 114–119.

41. Nakashima K, Uematsu T, Takahashi K, et al. Does breast cancer growth rate really
depend on tumor subtype? Measurement of tumor doubling time using serial ultrason-
ography between diagnosis and surgery. Breast Cancer 2019; 26: 206–214.

42. Tomic H, Ohashi A, Dahlblom V, et al. Tumor growth rate estimations in a breast
cancer screening population. Imaging (IWBI2022) 2022; 1228613: 13.

43. Bhattarai S, Klimov S, Aleskandarany MA, et al. Machine learning-based
prediction of breast cancer growth rate in vivo. Br J Cancer 2019; 121: 497–504.

44. Galante E, Guzzon A, Gallus G, et al. Prognostic significance of the growth rate of
breast cancer: preliminary evaluation on the follow-up of 196 breast cancers.
Tumori 1981; 67: 333–340.

45. Kusama S, Spratt JS Jr, Donegan WL, et al. The cross rates of growth of human
mammary carcinoma. Cancer 1972; 30: 594–599.

46. Yoo TK, Min JW, Kim MK, et al. In vivo tumor growth rate measured by US in pre-
operative period and long-term disease outcome in breast cancer patients. PLoS One

2015; 10: e0144144.
47. Plevritis SK, Munoz D, Kurian AW, et al. Association of screening and treatment with

breast cancer mortality by molecular subtype in US women, 2000-2012. JAMA 2018;
319: 154–164.

48. Bozek J, Kallenberg M, Grgic M, et al. Use of volumetric features for temporal com-
parison of mass lesions in full field digital mammograms. Med Phys 2014; 41:
021902.

49. Koziol JA, Falls TJ and Schnitzer JE. Different ODE models of tumor growth can
deliver similar results. BMC Cancer 2020; 20: 26.

50. Vainstein V, Kirnasovsky OU, Kogan Y, et al. Strategies for cancer stem cell elimin-
ation: insights from mathematical modeling. J Theor Biol 2012; 298: 32–41.

51. Gatenby RA and Frieden BR. Information dynamics in carcinogenesis and tumor
growth. Mutat Res 2004; 568: 259–273.

52. Spratt JA, von Fournier D, Spratt JS, et al. Mammographic assessment of human
breast cancer growth and duration. Cancer 1993; 71: 2020–2026.

53. Afifi AM, Saad AM, Al-Husseini MJ, et al. Causes of death after breast
cancer diagnosis: a US population-based analysis. Cancer 2020; 126: 1559–1567.

54. Bluekens AM, Karssemeijer N, Beijerinck D, et al. Consequences of digital mammog-
raphy in population-based breast cancer screening: initial changes and long-term
impact on referral rates. Eur Radiol 2010; 20: 2067–2073.

55. Curigliano G and Goldhirsch A. Dual HER2 inhibition and pathological complete
response in early breast cancer: Increasing success of treatment by improving
patient selection. Ann Oncol 2017; 28: 441–443.

Peters et al. 175


	 Background
	 Methods
	 Study population and design
	 Ethics approval and consent to participate
	 Information on clinicopathologic factors and follow-up for vital status
	 Measurement of tumor size and calculation of tumor volume
	 Statistical analysis
	 Comparison of growth functions and calculation of SGR
	 Associations between SGR and established prognostic factors
	 Associations between SGR and overall survival
	 Sensitivity analyses


	 Results
	 Baseline characteristics
	 Associations between SGR and prognostic patient and tumor characteristics
	 Associations with overall survival

	 Discussion
	 Comparison to literature
	 Strengths and limitations

	 Conclusions
	 Acknowledgments
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /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 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /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 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


