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Abstract

Background: The aim of this study was to develop a new data-mining model to predict axillary lymph node
(AxLN) metastasis in primary breast cancer. To achieve this, we used a decision tree-based prediction method—the
alternating decision tree (ADTree).

Methods: Clinical datasets for primary breast cancer patients who underwent sentinel lymph node biopsy or AxLN
dissection without prior treatment were collected from three institutes (institute A, n= 148; institute B, n= 143;
institute C, n= 174) and were used for variable selection, model training and external validation, respectively. The
models were evaluated using area under the receiver operating characteristics (ROC) curve analysis to discriminate
node-positive patients from node-negative patients.

Results: The ADTree model selected 15 of 24 clinicopathological variables in the variable selection dataset. The
resulting area under the ROC curve values were 0.770 [95% confidence interval (CI), 0.689–0.850] for the model
training dataset and 0.772 (95% CI: 0.689–0.856) for the validation dataset, demonstrating high accuracy and
generalization ability of the model. The bootstrap value of the validation dataset was 0.768 (95% CI: 0.763–0.774).

Conclusions: Our prediction model showed high accuracy for predicting nodal metastasis in patients with breast
cancer using commonly recorded clinical variables. Therefore, our model might help oncologists in the
decision-making process for primary breast cancer patients before starting treatment.
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Background
Axillary lymph node (AxLN) metastasis is one of the
most important prognostic factors in patients with pri-
mary breast cancer for predicting survival [1-4]. Sentinel
lymph node (SLN) biopsy is widely used to determine
AxLN status and avoids AxLN dissection (ALND). How-
ever, SLN biopsy is an invasive procedure. Therefore, pre-
dicting AxLN metastasis before SLN biopsy using
commonly recorded clinical variables would be helpful
for oncologists and could avoid this procedure, especially
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in elderly patients or patients with complications. Conse-
quently, many mathematical models have been developed
to predict AxLN metastasis, including nomograms and
scoring systems [5-14]. For example, the Memorial
Sloan-Kettering Cancer Center (MSKCC) developed a
nomogram to predict the presence of SLN metastasis [6]
that is now used worldwide.
Technically, nomograms use multiple logistic regres-

sion (MLR) to predict a binary outcome based on a com-
bination of risk factors. This well-established method has
a limitation in that it incorporates only a few independ-
ent variables so that the model can accurately predict
risk in independent datasets, by avoiding over-fitting to
the given datasets. Such prediction models should also
tolerate missing values, which are common in clinical
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datasets. Thus, new methods to cope with a greater
number of variables and that provide accurate prediction
and robustness against missing values are required.
Machine learning has been applied to problems across

many fields, including bioinformatics [15], and it is
thought to overcome or reduce the impact of the limita-
tions of MLR. Here, we used the alternating decision
tree (ADTree) [16,17] as a core algorithm. This algo-
rithm consists of a root node and multiple simple deci-
sion trees in which an index is associated with each leaf
node, and its final predictive value is the sum of the in-
dices of the leaf nodes fulfilling the patients’ condition.
This algorithm also differs from standard ‘if–then’ deci-
sion trees and classification and regression trees
(CART). The ADTree method has several advantages
compared with these other machine learning algorithms,
including: (1) several comparative studies have shown
higher accuracy and versatility for ADTree than other
machine learning methods [18,19]; and (2) the ADTree
model structure is less complex than other methods
[16], which facilitates model interpretation and reduces
the need for model optimization.
The purpose of this study was to develop a new math-

ematical model to predict AxLN metastasis in patients
with primary breast cancer using preoperative clinico-
pathological information.
Methods
Patients
The training datasets consisted of consecutive patients
who were treated at two institutions in Japan. Patients
with histologically confirmed primary invasive breast
cancer who underwent SLN biopsy or ALND without
prior treatment were eligible for this study. We included
patients whose maximum tumor size was≤ 4 cm. We
identified 148 patients from the Tokyo Metropolitan
Cancer and Infectious Diseases Centre Komagome Hos-
pital who were treated between 2005 and 2006 (Tokyo
dataset) and 143 patients from Kyoto University Hospital
treated between 2008 and 2009 (Kyoto dataset).
The external validation dataset was collected from

Seoul National University Hospital, Korea, and consisted
of patients consecutively treated between January 6,
2010, and April 16, 2010 (Seoul dataset). We included
174 patients who underwent SLN biopsy and met the
same eligibility criteria as the modeling dataset. All data-
sets were collected after establishing the methodology
for SLN biopsy, and no significant difference in SLN bi-
opsy accuracies was expected [20,21].
The study protocol was approved by the institutional

review board at Kyoto University Hospital. All patient
data were anonymized and allocated numbers according
to Japanese ethical guidelines for epidemiologic research.
Data collection and sentinel lymph node biopsy
Clinical data collected included age, body mass index
(BMI), menopausal status, physical findings (based on
inspection or palpation), diagnostic mammography and
ultrasonography findings, pathological findings from
needle biopsy before treatment (e.g., histological type,
histological/nuclear grade, estrogen receptor status, pro-
gesterone receptor status, and human epidermal growth
factor receptor 2 [HER2] status), and type of axillary sur-
gical procedure (SLN biopsy or ALND) as predictive
variables. Pathological findings from surgical specimens
(presence or absence of lymph node metastasis) were
used as outcome variables for prediction by the ADTree
model. All data were retrospectively collected from data-
bases maintained at each institution.
The grading criteria were established by a committee

of specialists from the fields of breast surgery, diagnos-
tic radiology and pathology. We reviewed all of the
images from which mammographic and ultrasonographic
variables were obtained, and these parameters were deter-
mined using Japanese diagnostic guidelines for mammog-
raphy and ultrasonography based on the American
College of Radiology Breast Imaging Reporting and Data
System [22]. These variables were reviewed by physicians
certified for imaging diagnosis by the relevant accredit-
ation organizations in Japan.
The techniques used for SLN biopsy and histological

evaluations are described elsewhere [21]. In the Tokyo
dataset, SLNs were identified using a radioactive tracer
(99mTc-phytate). In the Kyoto dataset, they were identi-
fied using blue dye and a fluorescence navigation tech-
nique using indocyanine green. In the Seoul dataset,
SLNs were identified using both blue dye and a radio-
active tracer. At each institution, the SLNs were step-
sectioned, stained with hematoxylin and eosin (H&E),
and diagnosed by trained pathologists. Lymph nodes
obtained after ALND were evaluated using a single H&E-
stained section from each node. Metastases were defined
as the presence of a tumor deposit> 0.2 mm in diameter
in at least one lymph node. Several clinical trials have
reported no significant differences in the identification
rate or accuracy of SLN methodologies [20,23,24].

Data analysis
A summary of the model development and validation pro-
cedure is shown in Appendix A (Additional file 1). The
model development phase consisted of three steps. First,
bias-control virtual datasets were generated from the
Tokyo dataset by randomly selecting individuals allowing
for redundant selection. These datasets contained an ap-
proximately equal ratio of patients negative and positive
for AxLN. Second, a prediction model containing multiple
ADTrees was trained on a generated dataset, and the
mean value of the individual trees’ predictions values was
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used to enhance the accuracy and generalization ability in
a process referred to as the ensemble technique [25]. This
model development procedure was repeated for different
modeling conditions, e.g. the number of nodes, and all vir-
tual datasets. Third, we selected the model yielding the
best area under the receiver operating characteristics
(ROC) curves (AUC) value with the Kyoto dataset. Finally,
we performed external validation of the chosen model
using the Seoul dataset.
The established model was further evaluated as follows.

First, we performed bootstrap analysis using the Seoul
dataset to obtain unbiased estimates of the developed
model. Second, the relative importance of the variables
in the model was analyzed by randomly changing the
values of each variable (sensitivity analysis). Third, miss-
ing values in the Seoul datasets were changed to random
values to evaluate the model’s tolerance against missing
values (missing value analysis). Fourth, the number of
trees in the prediction model was reduced to evaluate the
relationship between the number of variables in the
model and the prediction accuracy (pruning analysis).
Two hundred bias-controlled datasets were generated

using different random values. The number of nodes
(called boosting iterations) in an ADTree was expanded
from 10, 11, . . . to 20 in each trial. For the ensemble pro-
cedure, we randomly sampled individuals to generate
multiple datasets, and the averaged prediction of the
trained models for each dataset was used [26]. In this en-
semble procedure, the number of ADTrees ranged from
2, 3, . . ., to 20, with a random seed to generate random
values (1, 2, . . ., and 10). Two hundred replicates with
different random values were generated for each boot-
strap, sensitivity and missing value analysis.
Weka (ver. 3.6.1; University of Waikato, Hamilton, NZ)

[27] was used for resampling, the ensemble procedure
and ADTree development. The Mann–Whitney test and
AUCs with 95% confidence interval (CI) were calculated
using GraphPad Prism version 5.04 (GraphPad Software,
Inc., San Diego, CA). JMPW (ver. 7.0.1, SAS Institute,
Cary, NC, USA) was used for other statistical analyses.

Results
The clinicopathological characteristics of patients in
each dataset are summarized in Table 1. The proportion
of patients with AxLN metastasis was 29.7%, 30.8% and
23.6% in the Tokyo, Kyoto and Seoul datasets. The pro-
portion of patients with AxLN metastasis in the Seoul
dataset was not significantly different from the other
datasets (P= 0.292).
The model with the best AUC value in the Kyoto data-

set included five ADTrees with 13 nodes (Figure 1 and
Appendix B (Additional file 1)). A total of 15 variables
were included: age, BMI, seven ultrasonographic vari-
ables (maximum tumor size, tumor depth/width ratio,
multifocality, echogenic halo, interruption of the anterior
border of the mammary gland, maximum size of lymph
nodes, and a loss of hilum in lymph nodes), two mam-
mographic variables (shape and distribution of calcifica-
tion), two physical examination variables (skin dimpling
and nipple discharge) and two pathological variables
(histological/nuclear grade, HER2 status). The method
used to calculate the score is shown in Appendix C
(Additional file 1).
The ROC curves for each dataset are shown in

Figure 2. The AUC values were 0.917 (95% CI: 0.871–
0.964, P< 0.0001) for the Tokyo dataset, 0.770 (95% CI:
0.689–0.850, P< 0.0001) for the Kyoto dataset and 0.772
(95% CI: 0.689–0.856, P< 0.0001) for the Seoul dataset.
Box plots of the predicted probabilities of AxLN metas-
tasis are shown in Figure 3. The model discriminated
node-positive patients from node-negative patients at
statistically significant levels (P< 0.0001), although
there was some overlap of the predicted probability dis-
tribution of node-negative and node-positive status in
each dataset.
The mean AUC values yielded by bootstrap analysis

remained high for each dataset, being 0.916 (95% CI:
0.913–0.919), 0.766 (95% CI: 0.760–0.772) and 0.768
(95% CI: 0.763–0.774) for the Tokyo, Kyoto and Seoul
datasets, respectively. A calibration plot of the model
developed using the Kyoto and Seoul datasets is shown
in Appendix D (Additional file 1). The predicted prob-
abilities were divided into quintiles according to their
values, and the mean and actual frequencies of AxLN
metastasis were plotted for each quintile.
In the sensitivity analysis, the AUC values decreased

remarkably when the following variables were randomly
replaced: echogenic halo, maximum size of the lymph
nodes, maximum size of the tumor, skin dimpling, and
interruption of the anterior border of the mammy gland.
This indicates that the developed model was more sensi-
tive to this variable than the other variables, which
hardly affected AUC values (Figure 4). In the missing
value analysis, 33 and 19 patients with missing values
were selected from the Kyoto and Seoul datasets, and we
validated the developed model by replacing missing
values with random values. This procedure was repeated
200 times for each dataset, and the mean AUC values
were 0.884 (95% CI: 0.882–0.887) and 0.688 (95% CI:
0.684–0.692) for the Kyoto and Seoul datasets, respect-
ively. In the pruning analysis, the number of trees was
reduced from 5 to 1, and AUC values were calculated
for the Tokyo datasets in cross-validation mode, in
addition to the Kyoto and Seoul datasets (Appendix E
(Additional file 1)).
The predictive performance of the MSKCC nomogram

and a scoring system developed at Russells Hall Hospital,
United Kingdom, were evaluated using the Seoul dataset



Table 1 Patient characteristics and incidence of lymph node metastasis

Variables Tokyo dataset Kyoto dataset Seoul dataset P-
value}No % No % No %

No. of patients 148 (100) 143 (100) 174 (100)

Age <0.001

Median 55 60 50

Range (31–85) (26–88) (25–74)

Body mass index 0.019

Median 22.9 22.3 23.2

Range (16.6–43.2) (14.8–31.4) (17.8–37)

Unknown 3 (2) 0 (0) 1 (0.6)

Clinical T classification 0.2621

T1 102 (68.9) 100 (69.9) 108 (62.1)

T2 46 (31.1) 43 (30.1) 66 (37.9)

Clinical N classification 0.002

N0 137 (92.6) 135 (94.4) 174 (100)

N1 11 (7.4) 8 (5.6) 0 (0)

Skin dimpling <0.001

Yes 22 (14.9) 14 (9.8) 2 (1.1)

No 109 (73.6) 129 (90.2) 172 (98.9)

Unknown 17 (11.5) 0 (0) 0 (0)

Nipple discharge 0.238

Yes 6 (4.1) 2 (1.4) 3 (1.7)

No 138 (93.2) 141 (98.6) 170 (97.7)

Unknown 4 (2.7) 0 (0) 1 (0.6)

Mammography

Presence of masses 0.284

Yes 90 (60.8) 88 (61.5) 102 (58.6)

Focal asymmetry 22 (14.9) 20 (14) 39 (22.4)

No 35 (23.6) 26 (18.2) 33 (19)

Unknown 1 (0.7) 9 (6.3) 0 (0)

Presence of calcifications 0.037

Yes 67 (45.3) 44 (30.8) 59 (33.9)

No 81 (54.7) 94 (65.7) 115 (66.1)

Unknown 0 (0) 5 (3.5) 0 (0)

Shape of calcifications 0.010

Fine branching
or casting

4 (6) 1 (2.3) 3 (5.1)

Pleomorphic 9 (13.4) 11 (25) 21 (35.6)

Amorphous or
indistinct

43 (64.2) 27 (61.4) 35 (59.3)

Round or benign 11 (16.4) 4 (9.1) 0 (0)

Unknown 0 (0) 1 (2.3) 0 (0)

Distribution of calcifications 0.024

Linear or segmented 26 (38.8) 14 (31.8) 22 (37.3)

Grouped or clustered 30 (44.8) 29 (65.9) 36 (61)

Regional or diffuse 9 (13.4) 1 (2.3) 1 (1.7)

Unknown 2 (3) 0 (0) 0 (0)
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Table 1 Patient characteristics and incidence of lymph node metastasis (Continued)

Ultrasonography

Presence of masses 0.264

Yes 142 (95.9) 133 (93) 161 (92.5)

No 5 (3.4) 10 (7) 13 (7.5)

Unknown 1 (0.7) 0 (0) 0 (0)

Multifocality 0.114

Yes 27 (19) 14 (10.5) 21 (13)

No 115 (81) 119 (89.5) 140 (87)

Maximum tumor size (mm) 0.004

Median 16 16.1 19

Range (4–37) (5–35) (4–37)

Depth/width ratio 0.001

Median 0.72 0.67 0.64

Range (0.31–1.36) (0.22–1.43) (0.33–1.27)

Unknown 0 (0) 9 (6.8) 0 (0)

Echogenic halo <0.001

Yes 32 (22.5) 62 (46.6) 38 (23.6)

No 109 (76.8) 71 (53.4) 123 (76.4)

Unknown 1 (0.7) 0 (0) 0 (0)

Interruption of the anterior border of the mammary gland 0.807

Yes 99 (69.7) 91 (68.4) 106 (65.8)

No 43 (30.3) 42 (31.6) 54 (33.5)

Unknown 0 (0) 0 (0) 1 (0.6)

Detection of LNs 0.130

Detectable 49 (33.1) 37 (25.9) 56 (32.2)

Not detectable 82 (55.4) 105 (73.4) 117 (67.2)

Unknown 17 (11.5) 1 (0.7) 1 (0.6)

Maximum size (mm) of LNs 0.010

Median 11 10 10

Range (5–22) (3–32) (4–17)

Unknown 0 (0) 4 (10.8) 1 (1.8)

Hilum of LNs 0.021

Detectable 43 (87.8) 27 (73) 36 (64.3)

Not detectable 6 (12.2) 9 (24.3) 20 (35.7)

Unknown 0 (0) 1 (2.7) 0 (0)

Histological type 0.584

Invasive ductal
carcinoma

135 (91.2) 129 (90.2) 160 (92)

Invasive lobular
carcinoma

5 (3.4) 3 (2.1) 7 (4)

Other specific types 8 (5.4) 11 (7.7) 7 (4)

Estrogen receptor† 0.023

Positive 119 (80.4) 114 (79.7) 121 (69.5)

Negative 27 (18.2) 29 (20.3) 53 (30.5)

Unknown 2 (1.4) 0 (0) 0 (0)

Progesterone receptor† 0.427

Positive 83 (56.1) 89 (62.2) 96 (55.2)
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Table 1 Patient characteristics and incidence of lymph node metastasis (Continued)

Negative 63 (42.6) 54 (37.8) 78 (44.8)

Unknown 2 (1.4) 0 (0) 0 (0)

HER2{ 0.019

Positive 18 (12.2) 11 (7.7) 29 (16.7)

Negative 121 (81.8) 131 (91.6) 125 (71.8)

Unknown 9 (6.1) 1 (0.7) 20 (11.5)

Histological/nuclear grade <0.001

1 64 (43.2) 43 (30.1) 4 (2.3)

2 47 (31.8) 63 (44.1) 82 (47.1)

3 27 (18.2) 36 (25.2) 88 (50.6)

Unknown 10 (6.8) 1 (0.7) 0 (0)

LN metastasis 0.292

Yes 44 (29.7) 44 (30.8) 41 (23.6)

No 104 (70.3) 99 (69.2) 133 (76.4)

Note:
Abbreviations: LN, lymph node.
†Estrogen receptor or progesterone receptor positive was defined as ≥10% positively stained cells on immunohistochemical (IHC) testing.
{HER2 positive was defined as IHC 3+ or positive on fluorescence in situ hybridization testing.
}The χ2 test or Kruskal–Wallis test was used depending on the distribution of patients in each variable and dataset.
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[6,28]. Both models included lymphovascular invasion
(LVI) as an input variable. However, LVI is not routinely
reported for needle biopsy samples because of its uncer-
tain diagnostic role [29]. As preoperative pathological
diagnosis in the Seoul dataset was performed by needle
Figure 1 ADTree model. The final prediction model consisted of five ADT
Appendix B (Additional file 1). The method used to calculate the prediction
final prediction was calculated by calculating the mean score of the five AD
biopsy, we used LVI status assessed on surgical speci-
mens. The resulting AUC values were 0.664 (95% CI;
0.560–0.768, P= 0.0033) for the nomogram and 0.620
(95% CI; 0.509–0.731, P= 0.0032) for the scoring system
using individuals without missing values (n= 131)
ree-based prediction models; the other four models are depicted in
score for each model is shown in Appendix C (Additional file 1). The
Tree models.



Figure 2 Receiver operating characteristic (ROC) curves of
the prediction model. The area under the ROC curve (AUC)
values were 0.917 (95% CI: 0.871–0.964, P< 0.0001), 0.770 (95% CI:
0.689–0.850, P< 0.0001) and 0.772 (95% CI: 0.689–0.856, P< 0.0001)
for the Tokyo, Kyoto and Seoul (validation dataset) datasets,
respectively.

Figure 4 Sensitivity analysis using the Seoul dataset.
Whisker-box plots showing 0, 25, 50, 75 and 100% (from the bottom
bar to the upper bar) of the area under the curve (AUC) values
when the variable was randomly replaced 200 times. The horizontal
dashed line indicates the AUC value in the external validation test
without any variable replacement.
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(Appendix F (Additional file 1)). The AUC value using
the corresponding patients in the Seoul dataset was
0.777 (95% CI: 0.689–0.864, P< 0.001) for ADTree.

Discussion
A data-mining model generated using the ADTree en-
semble technique improved the prediction of AxLN me-
tastasis in patients with primary breast cancer, compared
with older models such as the MSKCC nomogram.
Evaluation using an external validation dataset and boot-
strap analysis revealed high AUC values of 0.772 and
Figure 3 Box plots showing the predicted probabilities of
lymph node metastasis for the Tokyo (a), Kyoto (b) and Seoul
(c) datasets. In each figure, the boxes show the actual number of
lymph node-negative (LN–) and -positive (LN+) patients,
respectively. The whisker box-plots indicate the 5th, 25th, 50th, 75th

and 95th percentiles (from the bottom bar to the upper bar) of the
predicted probabilities. The probabilities <5% and >95% are plotted
individually. The differences between LN– and LN+were statistically
significant (P< 0.0001; Mann–Whitney test) in all datasets. The
median predicted probabilities of LN– and LN+were (a) 33.5
(95% CI: 31.8–39.4) and 78.9 (95% CI: 69.3–80.4), (b) 33.6 (95% CI:
29.1–38.0) and 58.9 (95% CI: 49.3–62.9), and (c) 32.3 (95% CI:
28.8–35.8) and 59.9 (95% CI: 48.2–62.6).
0.768, respectively. However, the prediction was not per-
fect and there are several issues that may affect the pre-
diction performance.
Different variations in patient variables between the

training and validation datasets possibly lowered the
AUC values for the external validation. There were fewer
patients with AxLN metastasis in the Seoul dataset
(23.6%) compared with the Tokyo (29.7%) and Kyoto
(30.8%) datasets, although this was not statistically sig-
nificant (P= 0.29) (Table 1). One reason for this differ-
ence is that patients who underwent ALND were
included in the Tokyo and Kyoto datasets (14.8%) but not
in the Seoul dataset. Interestingly, the number of node-
positive patients in the Tokyo and Kyoto datasets was
slightly higher among patients who underwent ALND
compared with those who underwent SLN (39% vs. 29%),
although this was not significant (P= 0.15). Despite these
differences, the AUC values for the Kyoto and Seoul data-
sets were similar (0.770 and 0.772, respectively).
The calibration plot (Appendix D (Additional file 1))

revealed that the predictive probability for the AxLN
metastasis high-risk group was overestimated in both
the Kyoto and Seoul datasets. Controlled bias in the
training dataset consisting of approximately 50% of
AxLN-positive patients (Appendix A (Additional file 1))
likely introduced this overestimation. As demonstrated
by Rouzier et al. [30], the calibration curves for the
Seoul dataset were improved (corrected) by fitting the
data to the Kyoto dataset using a polynominal function,
which resulted in near-ideal lines (i.e., y= x). Meanwhile,
the calibration plots for the lower risk groups were rela-
tively good, even without correction, for both the Kyoto
and Seoul datasets.
Sensitivity analysis revealed the degree of influence of

the variables in the developed model (Figure 1 and
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Appendix B (Additional file 1)). In this analysis, the
values of each variable were randomized (Figure 4). Of
the variables causing a greater decrease in AUC values,
AxLN size is directly associated with lymph node metas-
tasis. Tumor size is used as a predictive factor in the
MSKCC nomogram [6]. Echogenic halo, interruption of
the anterior border the mammary gland on ultrasonog-
raphy, and skin dimpling are features that reflect tumor
infiltration into the surrounding tissue [31,32]. There-
fore, these variables might represent tumor characteris-
tics in the prediction models.
The mean AUC values obtained for the missing value

analysis (0.884 for Kyoto and 0.688 for Seoul) were very
different from those obtained for all individuals (0.770
for Kyoto and 0.772 for Seoul) because of the small
number of individuals with missing values. However, the
differences between the upper and lower CIs were small
(0.0047 for Kyoto and 0.0081 for Seoul), which indicates
that the developed model has low sensitivity to missing
values. One possible reason for this feature is that
ADTree can calculate a range of predictive probabilities,
even for cases with missing values (see the legend of Ap-
pendix C (Additional file 1)). By contrast, standard ‘if–
then’ decision trees and CART models cannot calculate
this probability. In addition to the simple structure and
high accuracy of ADTree analysis, this tolerance to the
missing value is also valuable when applying machine
learning to clinical data with missing values.
In the pruning analysis, the AUC values for the data-

sets from all three institutes generally improved accord-
ing to the number of ADTrees in the prediction model
(Appendix E (Additional file 1)). Although increasing
the number of trees resulted in a more complex model
that requires more calculation time for prediction, the
model developed using the ensemble procedure showed
improved accuracy and generalizability.
The AUC value of the MSKCC nomogram for the

authors’ own external validation sets was 0.754 [6], which
is similar to our own for the Seoul dataset (0.772). There-
fore, the AUC values of the developed model, the
MSKCC nomogram, and the Russells Hall Hospital scor-
ing system were compared with an external validation
dataset (Seoul), which yielded values of 0.777 (95% CI:
0.689–0.864, P< 0.001), 0.664 (95% CI: 0.560–0.768,
P= 0.0033) and 0.620 (95% CI: 0.509–0.731, P= 0.0032),
respectively (Appendix F (Additional file 1)). The higher
AUC value for our ADTree method might be attributed
to the flexible model structure and the greater number
of variables incorporated into the model. By compari-
son, the main advantage of both the MSKCC nomogram
and the Russells Hall Hospital scoring system is that
they require a small number of variables, which can fa-
cilitate data collection and interpretation of the model.
Thus, these features of each modeling method represent
trade-offs that should be considered when applying the
models.
In addition to AUC value-based prediction perform-

ance, the false-negative rate (FNR) of the prediction
model is also important when applying these models in
clinical settings. For example, when a predictive value
of ≤ 20% is defined as low risk for AxLN metastasis, the
FNR of both the ADTree model and the MSKCC nomo-
gram using the Seoul dataset was relatively good (5.3%
and 2.6%, respectively). However, the nomogram pre-
dicted that only 6.9% of the patients were AxLN nega-
tive, compared with 23.7% using the developed model.
Unlike the MSKCC nomogram and our ADTree

model, Reyal et al. developed MLR-based nomograms
using the molecular subtype classification defined by a
combination of ER and HER2 status with clinical para-
meters that included tumor size, LVI and age [33]. The
decision to use ER/HER2 subtype might be attributed to
the expected relationship between intrinsic breast cancer
subtype and lymph node metastasis. Instead, we treated
these variables as independent possible predictive factors
and ADTree did not select ER status, but did select
HER2 status in model development. Interestingly, HER2
status showed the lowest sensitivity in our model and
the contribution of this subtype-related variable to
AxLN metastasis was not significant in our study.
There are several limitations and perspectives to be

discussed. First, to eliminate inter-institute or inter-
interpreter variations, a standardized ultrasonography/
mammography scoring system is vital because these vari-
ables are key factors for the accurate prediction of AxLN
metastasis. Since a larger number of variables is required
to achieve accurate prediction, unlike conventional pre-
diction models or scoring systems, a web-based user
interface, such as the one used for the MSKCC nomo-
gram [6], will help to encourage its use and to ensure it is
used correctly. In addition to calculating the probability
of AxLN metastasis, a web-based platform can also assist
with data collection and ensure the prediction model is
kept up to date. Alternatively, machine learning-based
medical classification systems have been developed fol-
lowing the introduction of electronic medical record sys-
tems [34-36]. Integrating prediction tools with electronic
record systems will enable researchers not only to im-
prove classification algorithms using high-dimensional
datasets, but also to avoid time and effort transferring
data into the classification system. Although the variables
used in our developed model are frequently assessed in
preoperative examinations, our proposed model is very
flexible as it can incorporate new diagnostic methods or
criteria. We are now developing a web-based platform to
allow wider use of our model. Finally, further validation
using prospective and larger datasets is indispensable be-
fore it can be used clinically.
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Conclusions
In summary, we have developed a new data-mining ap-
proach based on a combination of ADTrees to predict
AxLN status in patients with primary breast cancer, as a
case study. The modeling method showed accurate and
versatile prediction using datasets from three institutions,
despite using a large number of variables. This is one of
the main benefits of using data-mining methods, unlike
conventional MLR methods that can only use a few inde-
pendent variables to eliminate multicollinearity. The ro-
bustness of the model against missing values is also an
important property of prediction models. We believe that
the approach used here could replace the conventional
statistical methods and provide useful information to aid
decision-making before starting treatment.
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Abbreviations
AxLN: Axillary lymph node; ADTree: Alternating decision tree; ROC: Receiver
operating characteristics; AUC: Area under the receiver operating
characteristics curve; SLN: Sentinel lymph node; ALND: Axillary lymph node
dissection; MLR: Multiple logistic regression; LVI: Lymphovascular invasion;
FNR: False-negative rate; MSKCC: Memorial sloan-kettering cancer center;
BMI: Body mass index; HER2: Human epidermal growth factor receptor 2;
CI: Confidence interval.

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

Acknowledgements
We wish to thank Naoya Gomi, Kazunori Kubota, Hiroko Bando and
Tomoyuki Aruga for their contributions to the grading committee. We also
thank Hidetaka Furuta, Nakajima Minako and Makiko Hirose for supporting
this project; Dai Kitagawa, Susumu Sekine, Tomoharu Sugie, Takayuki Ueno,
Hiroyasu Yamashiro, Hiroshi Ishiguro, Wakako Tsuji, Megumi Takeuchi,
Soo-Kyung Ahn and Hee-Chul Shin for help with data collection; and
Shinichiro Horiguchi and Yoshiki Mikami for performing the pathological
diagnoses. We thank Nicholas Smith who provided medical writing services
on behalf of Edanz Group Ltd.
This study was funded by research grants from the Ministry of Health,
Labour and Welfare, Japan (A study on the construction of an algorithm for
multimodal therapy with biomarkers for primary breast cancer by
formulation of a decision making process, led by Masakazu Toi, no. H18-
3JIGAN-IPPAN-007; Reduction and lowering of recurrence risk, toxicity and
pharmacoeconomic cost by prediction of efficacy for anticancer agents in
breast cancer patients, led by Masakazu Toi; no. H22-GANRINSHO-IPPAN-039),
research funds from Yamagata Prefectural Government and Tsuruoka City,
and an International Internship Grant from the Global COE project “Center
for Frontier Medicine”, Kyoto University. The study was also supported by the
program “Raising Proficient Oncologists” run by the Japanese Ministry of
Education, Culture, Sports, Science and Technology.

Author details
1Department of Breast Surgery, Graduate School of Medicine, Kyoto
University, Kyoto, Japan. 2Research Fellow of the Japan Society for the
Promotion of Science, Tokyo, Japan. 3Institute for Advanced Biosciences, Keio
University, Yamagata, Japan. 4Systems Biology Program, Graduate School of
Media and Governance, Keio University, Kanagawa, Japan. 5Medical
Innovation Center, Kyoto University Graduate School of Medicine, Kyoto,
Japan. 6Department of Environment and Information Studies, Keio University,
Kanagawa, Japan. 7Department of Surgery, Seoul National University College
of Medicine, Seoul, Republic of Korea. 8Department of Health Care Policy and
Management, Graduate School of Comprehensive Human Sciences,
University of Tsukuba, Ibaraki, Japan. 9Department of Surgery, Tokyo
Metropolitan Cancer and Infectious Diseases Center, Komagome Hospital,
Tokyo, Japan. 10Department of Pathology, Tohoku University Hospital and
School of Medicine, Miyagi, Japan. 11Department of Breast Surgery, Tenri
Hospital, Nara, Japan.
Authors' contributions
MT (Takada) carried out the statistical analysis. MS performed data-mining
analysis. MT, MS and YN drafted the manuscript. HM, WH and DN collected
the validation data and drafted the manuscript. MK helped to design the
study and helped to draft the manuscript. KK collected the training data. HS,
TI and MT (Tomita) helped to design the study. MT (Toi) conceived the
fundamental idea, designed the study and drafted the manuscript. All
authors read and approved the final manuscript.

Received: 30 December 2011 Accepted: 13 June 2012
Published: 13 June 2012
References
1. Fisher B, Bauer M, Wickerham DL, Redmond CK, Fisher ER, Cruz AB, Foster R,

Gardner B, Lerner H, Margolese R, et al: Relation of number of positive
axillary nodes to the prognosis of patients with primary breast cancer.
An NSABP update. Cancer 1983, 52:1551–1557.

2. Fitzgibbons PL, Page DL, Weaver D, Thor AD, Allred DC, Clark GM, Ruby SG,
O'Malley F, Simpson JF, Connolly JL, et al: Prognostic factors in breast
cancer. College of American Pathologists Consensus Statement 1999.
Arch Pathol Lab Med 2000, 124:966–978.

3. Nemoto T, Natarajan N, Bedwani R, Vana J, Murphy GP: Breast cancer in
the medial half. Results of, National Survey of the American College of
Surgeons. Cancer 1978, 1983(51):1333–1338.

4. Rosen PP, Groshen S, Saigo PE, Kinne DW, Hellman S: Pathological
prognostic factors in stage I (T1N0M0) and stage II (T1N1M0) breast
carcinoma: a study of 644 patients with median follow-up of 18 years.
J Clin Oncol 1989, 7:1239–1251.

5. Barranger E, Coutant C, Flahault A, Delpech Y, Darai E, Uzan S: An axilla
scoring system to predict non-sentinel lymph node status in breast
cancer patients with sentinel lymph node involvement. Breast Cancer Res
Treat 2005, 91:113–119.

6. Bevilacqua JL, Kattan MW, Fey JV, Cody HS 3rd, Borgen PI, Van Zee KJ:
Doctor, what are my chances of having a positive sentinel node? A
validated nomogram for risk estimation. J Clin Oncol 2007, 25:3670–3679.

7. Chagpar AB, Scoggins CR, Martin RC 2nd, Carlson DJ, Laidley AL, El-Eid SE,
McGlothin TQ, McMasters KM: Prediction of sentinel lymph node-only
disease in women with invasive breast cancer. Am J Surg 2006,
192:882–887.

8. Cho J, Han W, Lee JW, Ko E, Kang SY, Jung SY, Kim EK, Moon WK, Cho N,
Park IA, et al: A scoring system to predict nonsentinel lymph node status
in breast cancer patients with metastatic sentinel lymph nodes: a
comparison with other scoring systems. Ann Surg Oncol 2008,
15:2278–2286.

9. Degnim AC, Reynolds C, Pantvaidya G, Zakaria S, Hoskin T, Barnes S,
Roberts MV, Lucas PC, Oh K, Koker M, et al: Nonsentinel node metastasis in
breast cancer patients: assessment of an existing and a new predictive
nomogram. Am J Surg 2005, 190:543–550.

10. Hwang RF, Krishnamurthy S, Hunt KK, Mirza N, Ames FC, Feig B, Kuerer HM,
Singletary SE, Babiera G, Meric F, et al: Clinicopathologic factors predicting
involvement of nonsentinel axillary nodes in women with breast cancer.
Ann Surg Oncol 2003, 10:248–254.

11. Kohrt HE, Olshen RA, Bermas HR, Goodson WH, Wood DJ, Henry S,
Rouse RV, Bailey L, Philben VJ, Dirbas FM, et al: New models and online
calculator for predicting non-sentinel lymph node status in sentinel
lymph node positive breast cancer patients. BMC Cancer 2008, 8:66.

http://www.biomedcentral.com/content/supplementary/12911_1410459146656059_MOESM1_ESM.doc


Takada et al. BMC Medical Informatics and Decision Making 2012, 12:54 Page 10 of 10
http://www.biomedcentral.com/1472-6947/12/54
12. Pal A, Provenzano E, Duffy SW, Pinder SE, Purushotham AD: A model for
predicting non-sentinel lymph node metastatic disease when the
sentinel lymph node is positive. Br J Surg 2008, 95:302–309.

13. Perhavec A, Perme MP, Hocevar M, Besic N, Zgajnar J: Ljubljana
nomograms for predicting the likelihood of non-sentinel lymph node
metastases in breast cancer patients with a positive sentinel lymph
node. Breast Cancer Res Treat 2010, 119:357–366.

14. Van Zee KJ, Manasseh DM, Bevilacqua JL, Boolbol SK, Fey JV, Tan LK,
Borgen PI, Cody HS 3rd, Kattan MW: A nomogram for predicting the
likelihood of additional nodal metastases in breast cancer patients with
a positive sentinel node biopsy. Ann Surg Oncol 2003, 10:1140–1151.

15. Mjolsness E, DeCoste D: Machine learning for science: state of the art and
future prospects. Science 2001, 293:2051–2055.

16. Freund Y, Mason L: The Alternating Decision Tree Learning Algorithm.
Proceedings of the Sixteenth International Conference on Machine Learning
1999, :124–133.

17. Horiguchi K, Toi M, Horiguchi S, Sugimoto M, Naito Y, Hayashi Y, Ueno T,
Ohno S, Funata N, Kuroi K, et al: Predictive value of CD24 and CD44 for
neoadjuvant chemotherapy response and prognosis in primary breast
cancer patients. J Med Dent Sci 2010, 57:165–175.

18. Zhou X, Xu J, Zhao Y: Machine learning methods for anticipating the
psychological distress in patients with Alzheimer's disease. Australasian
Physical & Engineering Sciences in Medicine 2006, 29:303–309.

19. Tighe P, Laduzenski S, Edwards D, Ellis N, Boezaart AP, Aygtug H: Use of
machine learning theory to predict the need for femoral nerve block
following ACL repair. Pain Med 2011, 12:1566–1575.

20. Krag DN, Anderson SJ, Julian TB, Brown AM, Harlow SP, Ashikaga T,
Weaver DL, Miller BJ, Jalovec LM, Frazier TG, et al: Technical outcomes of
sentinel-lymph-node resection and conventional axillary-lymph-node
dissection in patients with clinically node-negative breast cancer: results
from the NSABP B-32 randomised phase III trial. Lancet Oncol 2007,
8:881–888.

21. Cody HS 3rd, Borgen PI: State-of-the-art approaches to sentinel node
biopsy for breast cancer: study design, patient selection, technique, and
quality control at Memorial Sloan-Kettering Cancer Center. Surg Oncol
1999, 8:85–91.

22. D'Orsi CJ, Mendelson EB, Ikeda DM, et al: Breast Imaging Reporting and Data
System: ACR BI-RADS – Breast Imaging Atlas. VA, American College of
Radiology: Reston; 2003.

23. Kim T, Giuliano AE, Lyman GH: Lymphatic mapping and sentinel lymph
node biopsy in early-stage breast carcinoma: a metaanalysis. Cancer
2006, 106:4–16.

24. Sugie T, Kassim KA, Takeuchi M, Hashimoto T, Yamagami K, Masai Y, Toi M:
A Novel Method for Sentinel Lymph Node Biopsy by Indocyanine Green
Fluorescence Technique in Breast Cancer. Cancers 2010, 2:713–720.

25. Che D, Liu Q, Rasheed K, Tao X: Decision tree and ensemble learning
algorithms with their applications in bioinformatics. Adv Exp Med Biol
2011, 696:191–199.

26. Breiman L: Bagging predictors. Machine learning 1996, 24:123–140.
27. Witten I, Frank E: Data mining: Practical machine learning tools and

techniques. 2nd edition. San Francisco, CA: Morgan Kaufmann Publishers;
2005.

28. Carmichael AR, Aparanji K, Nightingale P, Boparai R, Stonelake PS: A
clinicopathological scoring system to select breast cancer patients for
sentinel node biopsy. Eur J Surg Oncol 2006, 32:1170–1174.

29. Sharifi S, Peterson MK, Baum JK, Raza S, Schnitt SJ: Assessment of
pathologic prognostic factors in breast core needle biopsies. Mod Pathol
1999, 12:941–945.

30. Rouzier R, Pusztai L, Garbay JR, Delaloge S, Hunt KK, Hortobagyi GN, Berry D,
Kuerer HM: Development and validation of nomograms for predicting
residual tumor size and the probability of successful conservative
surgery with neoadjuvant chemotherapy for breast cancer. Cancer 2006,
107:1459–1466.

31. Hashimoto H, Suzuki M, Oshida M, Nagashima T, Yagata H, Shishikura T,
Imanaka N, Nakajima N: Quantitative ultrasound as a predictor of node
metastases and prognosis in patients with breast cancer. Breast Cancer
2000, 7:241–246.

32. Kijima Y, Yoshinaka H, Koriyama C, Funasako Y, Natsugoe S, Aikou T:
Ultrasound examination is useful for prediction of histologic type in
invasive ductal carcinoma of the breast. Ultrasound Med Biol 2008,
34:517–524.
33. Reyal F, Rouzier R, Depont-Hazelzet B, Bollet MA, Pierga JY, Alran S,
Salmon RJ, Fourchotte V, Vincent-Salomon A, Sastre-Garau X, et al: The
molecular subtype classification is a determinant of sentinel node
positivity in early breast carcinoma. PLoS One 2011, 6:e20297.

34. Meyfroidt G, Güiza F, Cottem D, Becker WD, Loon KV, Aerts JM, Berckmans
D, Ramon J, Bruynooghe M, Berghe GV: Computerized prediction of
intensive care unit discharge after cardiac surgery: development and
validation of a Gaussian processes model. BMC Med Inform Decis Mak
2011, 11:64.

35. Del Fiol G, Haug PJ: Classification models for the prediction of clinicians'
information needs. J Biomed Inform 2009, 42:82–89.

36. Hazlehurst B, Frost HR, Sittig DF, Stevens VJ: MediClass: A system for
detecting and classifying encounter-based clinical events in any
electronic medical record. Journal of the American Medical Informatics
Association: JAMIA 2005, 12:517–529.

doi:10.1186/1472-6947-12-54
Cite this article as: Takada et al.: Prediction of axillary lymph node
metastasis in primary breast cancer patients using a decision tree-based
model. BMC Medical Informatics and Decision Making 2012 12:54.
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


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Patients
	Data collection and sentinel lymph node biopsy
	Data analysis

	Results
	link_Tab1
	link_Fig1
	Discussion
	link_Fig2
	link_Fig3
	link_Fig4
	Conclusions
	Additional files
	Acknowledgements
	Author details
	Authors' contributions
	References
	link_CR1
	link_CR2
	link_CR3
	link_CR4
	link_CR5
	link_CR6
	link_CR7
	link_CR8
	link_CR9
	link_CR10
	link_CR11
	link_CR12
	link_CR13
	link_CR14
	link_CR15
	link_CR16
	link_CR17
	link_CR18
	link_CR19
	link_CR20
	link_CR21
	link_CR22
	link_CR23
	link_CR24
	link_CR25
	link_CR26
	link_CR27
	link_CR28
	link_CR29
	link_CR30
	link_CR31
	link_CR32
	link_CR33
	link_CR34
	link_CR35
	link_CR36


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /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 true
  /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 /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /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 true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /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 true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /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 <<

    /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 true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


