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Abstract: Mammography is considered the gold standard for breast cancer screening. Multiple risk
factors that affect breast cancer development have been identified; however, there is an ongoing
debate regarding the significance of these factors. Machine learning (ML) models and Shapley
Additive Explanation (SHAP) methodology can rank risk factors and provide explanatory model
results. This study used ML algorithms with SHAP to analyze the risk factors between two different
age groups and evaluate the impact of each factor in predicting positive mammography. The ML
model was built using data from the risk factor questionnaires of women participating in a breast
cancer screening program from 2017 to 2021. Three ML models, least absolute shrinkage and selection
operator (lasso) logistic regression, extreme gradient boosting (XGBoost), and random forest (RF),
were applied. RF generated the best performance. The SHAP values were then applied to the RF
model for further analysis. The model identified age at menarche, education level, parity, breast
self-examination, and BMI as the top five significant risk factors affecting mammography outcomes.
The differences between age groups ranked by reproductive lifespan and BMI were higher in the
younger and older age groups, respectively. The use of SHAP frameworks allows us to understand
the relationships between risk factors and generate individualized risk factor rankings. This study
provides avenues for further research and individualized medicine.

Keywords: mammography; breast cancer; explainable machine learning; SHAP value

1. Introduction

Breast cancer is currently the most diagnosed non-skin cancer in women and ranks 5th
among cancer-related deaths worldwide according to GLOBOCAN 2020 data [1]. With an
estimated more than 2 million cases each year, the incidence of breast cancer has increased
rapidly in recent decades owing to enhanced cancer detection and registration, in addition
to the ever-evolving risk factor profile of the population. Globally, Asia had the highest
disease burden in 2020, accounting for 45.4% of all new breast cancer cases [2]. In Taiwan,
the age-standardized breast cancer incidence rate increased from 60.35 to 128.20 per 100,000
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from 1997 to 2016 [3,4]. In response to the increasing disease burden, Taiwan introduced
a nationwide biennial mammography screening program in 2004 for women aged 50–69.
In 2009, the program was further expanded to encompass women aged 45–69 years and,
in 2010, to include women aged 40–44 years who were deemed high risk [5]. Other
recent international guidelines encompass a similar age range, with European guidelines
recommending annual screening from 45–69 years for asymptomatic women with average
risk and American Cancer Society guidelines strongly recommending annual screening for
women aged 45–54 years [6–8].

Mammography is currently the gold standard for breast screening, with research
showing that mammography may be able to detect breast cancer as early as four years prior
to cancer being clinically evident [9]. Ongoing advancements in mammography technology
aim to provide earlier detection of breast pathology, better visualization of the disease
extent, and an accurate assessment of treatment response. Similarly, advances in breast
cancer therapy have led to a significant reduction in mortality and increased survivability;
however, early diagnosis remains the most crucial factor in contributing toward good
prognostic outcomes [10].

Multiple risk factors can influence an individual’s predisposition to breast cancer,
given the heterogeneous nature of the disease. There are significant risk factors for breast
cancer, divided into modifiable factors such as alcohol intake, smoking, parity, obesity,
and hormonal replacement therapy, and non-modifiable factors such as age, sex, family
history, menstruation history, and genetic predisposition [11]. With the development of
the Gail model in 1989, previous attempts have been made to stratify the relative risk of
developing breast cancer in the general population based on the presence of risk factors,
which calculates an individual’s combined risk of developing invasive breast cancer [12].
This model accounts for age, ethnicity, menstrual history, parity, family history, and past
medical history to provide five-year and lifetime risks of invasive breast cancer. However,
it recognizes that the accuracy for ethnic subgroups needs to be further validated. The
model also fails to consider many modifiable risk factors that significantly influence an
individual’s estrogen and androgen exposure [13].

Our previous study [14] concluded that age was the most impactful factor in predicting
positive mammography findings. To further scrutinize the effects of other risk factors on
mammography outcomes, this study stratified participants into two groups: women aged
45–49 and 50–54. This range effectively covers the ages with the highest breast cancer
incidence rates in Asia [4,15] and allow us to observe any differences that may arise when
comparing younger and older age groups.

It is difficult to rank the relative significance of each risk factor using conventional
research methods. In response, recent technological advancements in machine learning
have allowed its incorporation into clinical decision making to facilitate medical image
interpretation, outcome prediction, and treatment selection. Machine learning (ML) is
a subfield of artificial intelligence that uses statistical models to analyze large datasets
and interpret the complex interactions between multiple variables and patient outcomes
through its automated ability to learn and enhance its analysis from experiences [16].
However, the increased complexity of ML models has created a ‘black box’ phenomenon,
whereby the final interpretations through ML methods are incomprehensible and difficult
to explain [17]. The enigmatic nature and lack of transparency of ML limit its promising
prospects and act as undeniable obstacles to its integration into medical decision making.
The need for a comprehensive approach to facilitate the interpretation of ML models
has led to the introduction of the Shapley Additive Explanation (SHAP) methodology,
which enables the identification and prioritization of the impact of each feature in any
ML model [18,19]. This framework provides explainable insights into the ML ‘black box,’
allowing for the rationalization and interpretation of the ML-derived outcomes [20].

This study used three ML models, namely, least absolute shrinkage and selection
operator logistic regression (lasso) [21,22], extreme gradient boosting (XGBoost) [23], and
random forest (RF) [24], in conjunction with SHAP to analyze and stratify the breast cancer
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risk factors between two different age groups and evaluate the impact of each factor in
predicting positive mammography outcomes.

2. Methods
2.1. Study Design and Protocol

For this retrospective single-center study, relevant data were extracted from risk
factor questionnaires completed by women who participated in the national breast cancer
screening program between 2017 and 2021 at Shin-Kong Wu Ho-Su Memorial Hospital,
Taipei. The risk factor questionnaires were standardized and issued by the Ministry of
Health and Welfare in Taiwan.

Extensive measures were taken to ensure data quality. This study examined the risk
factors for women aged 45–54 years. Participants not in this age group were excluded. Other
exclusion criteria included participants with a previous history of breast cancer, as well as
questionnaires with missing, inconsistent, or illogical data (Figure 1). The participants were
divided into two subgroups for analysis: 45–49 years and 50–54 years. The study protocol
and procedures were reviewed and approved by the Research Ethics Review Committee
of Shin-Kong Wu Ho-Su Memorial Hospital, which waived the requirement for informed
consent from the participants before routine examinations (No. 20220906R).
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Figure 1. Data preprocessing.

2.2. Variable Definitions and Descriptive Statistics

The mammography result (Y) was separated into binary outcomes, positive and
negative, with reference to Breast Imaging Reporting and Data Systems (BI-RADS) classi-
fication [25]. Positive mammography findings were defined as films that were probably
benign (BI-RADS 3), suspicious (BI-RADS 4), highly suggestive of malignancy (BI-RADS 5),
biopsy-proven (BI-RADS 6), or incomplete imaging (BI-RADS 0). Negative mammogra-
phy findings were defined as films showing negative or benign findings (BI-RADS 1 and
BI-RADS 2, respectively).

A total of 16 separate risk factors were identified as potential predictors of mammogra-
phy outcomes, all of which were stratified into categories for analysis. Table 1 presents the
demographic characteristics of the participants (5 factors in total), whereas Table 2 presents
the clinical characteristics of the participants (11 factors in total). Accounting for demo-
graphic limitations and data collection purposes, reproductive lifespan was determined
from the onset of menarche until menopause in postmenopausal women or until the date
of mammography for those who were premenopausal.
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Table 1. Demographic characteristics of participants.

Characteristics AgeSub (45–49) AgeSub (50–54)

Mean (SD)

Age at menarche 13.47 (1.54) 13.77 (1.56)

N (%)

BMI category

0: BMI < 18.5 271 (5%) 171 (3%)

1: 18.5 ≤ BMI < 24 3496 (61%) 3380 (61%)

2: 24 ≤ BMI < 27 1181 (21%) 1235 (22%)

3: 27 ≤ BMI < 30 452 (8%) 520 (9%)

4: 30 ≤ BMI < 35 253 (4%) 234 (4%)

5: BMI ≥ 35 56 (1%) 45 (1%)

Education level

0: Primary school 95 (2%) 251 (4%)

1: Lower secondary school 330 (6%) 581 (10%)

2: Upper secondary school 1861 (33%) 2224 (40%)

3: University 2787 (49%) 2121 (38%)

4: Postgraduate 636 (11%) 408 (7%)

Reproductive lifespan

0: ≤24 63 (1%) 88 (2%)

1: 25–29 302 (5%) 200 (4%)

2: 30–34 3697 (65%) 951 (17%)

3: 35–39 1647 (29%) 3647 (65%)

4: ≥40 - 699 (13%)

Number of relatives with
confirmed breast cancer

0: 0 5181 (91%) 4965 (89%)

1: 1 487 (9%) 579 (10%)

2: ≥2 41 (1%) 41 (1%)

Table 2. Clinical characteristics of participants.

Characteristics AgeSub (45–49) AgeSub (50–54)

N (%)

History of major diseases

0: No 4864 (85%) 4603 (82%)

1: Benign 714 (13%) 809 (14%)

2: Cancer (other than breast) 131 (2%) 173 (3%)

Breast self-examination

0: Breast self-exam negative 3896 (68%) 4124 (74%)

1: Never breast self-exam 1394 (24%) 1080 (19%)

2: Mass or pain or tenderness 419 (7%) 381 (7%)
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Table 2. Cont.

Characteristics AgeSub (45–49) AgeSub (50–54)

Mammography within 2 years

0: No 2289 (40%) 2436 (44%)

1: Yes 3420 (60%) 3149 (56%)

History of breast surgery

0: No 5258 (92%) 5029 (90%)

1: Yes 451 (8%) 556 (10%)

Age of first childbirth

0: <21 362 (6%) 345 (6%)

1: 21–34 3759 (66%) 4047 (42%)

2: ≥35 432 (8%) 291 (5%)

3: No childbirth 1156 (20%) 902 (16%)

Parity

0: 0 time 1156 (20%) 902 (16%)

1: 1 time 1262 (22%) 958 (17%)

2: 2 times 2563 (45%) 2665 (48%)

3: 3 times 641 (11%) 939 (17%)

4: ≥4 times 87 (2%) 121 (2%)

Breastfeeding

0: Nulliparous 1156 (20%) 902 (16%)

1: No 1861 (33%) 2660 (48%)

2: Yes 2692 (47%) 2023 (36%)

Age of starting hormone
replacement therapy

0: No 5529 (97%) 5221 (93%)

1: ≥60 - -

2: 50–59 - 196 (4%)

3: 40–49 143 (3%) 139 (2%)

4: 30–39 26 (<1%) 22 (<1%)

5: <30 11 (<1%) 7 (<1%)

Duration of hormone replacement
therapy use

0: No 5529 (97%) 5221 (93%)

1: <5 153 (3%) 299 (5%)

2: ≥5 27 (<1%) 65 (1%)

Age of starting oral contraceptives

0: No 5488 (96%) 5331 (95%)

1: >25 157 (3%) 155 (3%)

2: ≤25 64 (1%) 99 (2%)
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Table 2. Cont.

Characteristics AgeSub (45–49) AgeSub (50–54)

Duration of oral contraceptive use
(years)

0: No 5488 (96%) 5331 (95%)

1: ≤5 166 (3%) 187 (3%)

2: >5 55 (1%) 67 (1%)

Y: Mammogram findings

0: Negative 4515 (79%) 4720 (85%)

1: Positive 1194 (21%) 865 (15%)

2.3. Machine Learning Methods

To demonstrate and utilize a plug-in such as SHAP to explain the outcome of an
ML model, an ML model that has reasonable performance for the data used in this study
should be built first. Thus, three commonly used ML models were used in this study: lasso,
XGBoost, and RF. Lasso is a logistic regression (LGR) that adds L1 regularization (least
absolute shrinkage and selection operator). LGR is an extension of linear regression (LR)
that can handle binary classification problems by converting the outcomes from LR to a
value space between zero and one using a logit function (the natural logarithm of an odds
ratio) [21]. L1 regularization is a common technique used in regression methods to achieve
more accurate predictions using shrinkage. Shrinkage involves moving data values toward
a central point, such as the mean. Through shrinkage, the variables that contributed the least
to the outcome were dropped [22]. XGBoost is a popular and effective ML method based on
the gradient-boosting framework and is combined with other techniques to make it more
effective. The main concept of XGBoost is to combine several weak models into a strong
model, this is achieved through a straightforward process that involves iteratively adding
new models to XGBoost and adjusting the weights of the samples based on the errors made
by the previous model until the most optimized performance is reached. In other words,
XGBoost self-optimizes when constructing [23]. RF is a popular ensemble-based decision
tree (DT) ML method. During modeling, RF first builds multiple uncorrelated forests of
DTs from an ensemble using a bagging approach, where each DT is built with randomly
selected features and samples from the input data. Then, RF takes the approach of majority
voting to output the final prediction [24].

2.4. Shapley Additive Explanations (SHAP)

The explainability of an ML method may be limited owing to its mechanism; thus,
methods designed to improve explainability have been created and explored recently. De-
veloped by Lundberg and Lee, SHAP was designed to explain the predicted outcomes of an
ML model [18]. SHAP extends and utilizes the concept of Shapley values from cooperative
game theory and more clinical studies have begun to explore its usage recently [26–28].
The basic concept of SHAP is to assign a contribution value to each feature of a predicted
outcome. The concept that SHAP uses to calculate contribution values is straightforward.
It is calculated by comparing the prediction made with the feature present to the predic-
tion made without the feature present, and the difference between these two predictions
represents the contribution of that feature. The contribution of each feature to a predicted
outcome may vary (it can affect the outcome positively or negatively) [18]. In addition,
SHAP considers all possible combinations of features when calculating the contribution
of each feature to the prediction. Overall, in this study, the information provided by the
SHAP method could help gain better insight into how each feature in an ML model affects
the predicted outcome.
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2.5. Proposed Scheme

The aim of this study was to explore important features that may affect subjects with
the potential for positive breast cancer in different age subgroups. Figure 2 illustrates
the proposed analysis scheme. In the proposed scheme, three ML models are built with
data from different age subgroups, and outcomes from the best ML model in terms of
performance are explained using the SHAP method.
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In the proposed scheme, data from the mammogram findings are first collected, and
data preprocessing is conducted to exclude subjects that do not satisfy the protocols of
the study. After the data were cleaned, they were further divided into two age subgroups,
namely, between 45 and 49 years (AgeSub (45–49)) and between 50 and 54 years (AgeSub
(50–54)). The three ML models (RF, XGBoost, lasso) were then utilized for modeling both
subgroups of data. For each ML model, during the construction process, the data were
divided into portions for training (80%) and testing (20%). Because ML methods have
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hyperparameters that must be tuned, the training portion was further split into portions
for training and validation. This study takes the fivefold cross-validation (5f-CV) approach
when tuning the hyperparameters. The concept of 5f-CV is straightforward: the training
data are randomly split into five folds, and each fold is utilized for validation once.

After finding the best hyperparameters for each ML model, the testing data were
used for performance evaluation to find the best-performing one for each age subgroup.
The metrics evaluated were sensitivity, specificity, and area under the receiver operating
characteristic curve (AUC). Next, the SHAP method was used to explain the predicted
outcomes from the best ML models for each age subgroup. Using SHAP, the overall feature
importance rankings of each age subgroup and explanations for individual cases were
extracted. Finally, discussions were formed based on the extracted information.

The experiment was implemented in Python (version 3.8.8) [29] and Jupyter Notebook
(version 6.3.0) [30]. Lasso and RF were constructed using the Scikit-learn package API
(version 0.24.2) [31,32]; XGBoost was constructed with the XGBoost package (version
1.3.3) [23]; cross-validation and hyper-parameter tuning were conducted with the Scikit-
learn API [31,32].

3. Results
3.1. Machine Learning Model Result

Following the scheme mentioned previously, the ML modeling results for the different
age subgroups are presented in Table 3. In Table 3, the ML results of AgeSub (45–49) can be
seen. The AUC of RF (AUC = 61.62) was more reasonable than those of lasso and XGBoost.
Additionally, RF performed more reasonably in terms of sensitivity (54.98) and specificity
(64.42) than lasso and XGBoost. Using a concept similar to that when viewing AgeSub
(45–49), AgeSub (50–54) can also been seen in the table. As shown in the table, in AgeSub
(50–54), RF performed better in terms of AUC (61.78) and sensitivity (66.67) than lasso and
XGBoost. In summary, according to the experimental results from this study, RF performs
reasonably well in both age subgroups, and a table for comparing the RF performance in
each age subgroup is presented in Table 4.

Table 3. Modeling results of AgeSub (45–49) and AgeSub (50–54).

Method Sensitivity Specificity AUC

AgeSub (45–49)

Lasso 52.30 63.13 59.02

XGBoost 51.37 61.56 56.66

RF 54.98 64.42 61.62

AgeSub (50–54)

Lasso 54.71 60.17 58.21

XGBoost 56.31 57.55 57.39

RF 66.67 54.40 61.78

Table 4. Best RF result of each age subgroup.

AgeSub Sensitivity Specificity AUC

45–49 54.98 64.42 61.62

50–54 66.67 54.40 61.78

As shown in Table 4, the AUC of the RF in both age subgroups was similar; however,
the RF performed differently in terms of sensitivity and specificity. The sensitivity of RF in
AgeSub (50–54) was higher than that in AgeSub (45–49), which indicates that RF captures
positive cases more effectively in individuals between 50 and 54 years of age, whereas
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RF captures negative cases well between 45 and 49 years of age. Next, the important
features and predicted outcomes of RF in each age subgroup were explained using the
SHAP method.

3.2. Average Impact on RF Model Output Magnitude

As mentioned in the previous section, each case may be affected by features with
positive or negative SHAP values. These SHAP values indicate the impact of the features
on each output (the predicted outcome from the model). To understand the overall impact
of each feature on the outputs, the average impact value (AIV) can be utilized. Calculating
AIV is straightforward: first, the SHAP values of each feature are transformed to absolute
SHAP values; then, the AIV of each feature is the mean of its absolute SHAP values. Finally,
the importance of the features can be ranked according to their corresponding AIV, of
which the top ranking feature is that with the highest AIV. Figures 3 and 4 present the
AIV on the RF with AgeSub (45–49) and AgeSub (50–54), where the y-axis represents the
features sorted according to the importance rankings from top to bottom. As shown in the
figures, the RF with different age subgroups had features that were ranked differently. For
example, in AgeSub (45–49), the top three ranking features were age at menarche, breast
self-examination, and education level, whereas age at menarche, parity, and BMI category
were the top three ranking features in AgeSub (50–54).

Healthcare 2023, 11, x FOR PEER REVIEW 9 of 17 
 

 

AIV is straightforward: first, the SHAP values of each feature are transformed to absolute 
SHAP values; then, the AIV of each feature is the mean of its absolute SHAP values. Fi-
nally, the importance of the features can be ranked according to their corresponding AIV, 
of which the top ranking feature is that with the highest AIV. Figures 3 and 4 present the 
AIV on the RF with AgeSub (45–49) and AgeSub (50–54), where the y-axis represents the 
features sorted according to the importance rankings from top to bottom. As shown in the 
figures, the RF with different age subgroups had features that were ranked differently. 
For example, in AgeSub (45–49), the top three ranking features were age at menarche, 
breast self-examination, and education level, whereas age at menarche, parity, and BMI 
category were the top three ranking features in AgeSub (50–54). 

 
Figure 3. Average impact of SHAP value on RF with AgeSub (45–49). 

 
Figure 4. Average impact of SHAP value on RF with AgeSub (50–54). 

Figure 5 shows the overall average impact of each feature on the outcomes. Three 
legends can be found in the figure, namely, AgeSub (45–49) (marked with the color cyan); 
AgeSub (50–54) (marked with the color orange); and Average (marked with the color red 
and diagonal black lines). Additionally, the legend average was calculated by averaging 
the AIVs of the features in AgeSub (45–49) and AgeSub (50–54). The y-axis presents the 
features sorted according to Average, and the one with the highest average AIV is the top-
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Figure 5 shows the overall average impact of each feature on the outcomes. Three
legends can be found in the figure, namely, AgeSub (45–49) (marked with the color cyan);
AgeSub (50–54) (marked with the color orange); and Average (marked with the color red
and diagonal black lines). Additionally, the legend average was calculated by averaging
the AIVs of the features in AgeSub (45–49) and AgeSub (50–54). The y-axis presents the
features sorted according to Average, and the one with the highest average AIV is the
top-ranking feature. Overall, based on the information shown in Figure 5, age at menarche,
education level, parity, breast self-examination, and BMI were the top five features.
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3.3. Demonstration of Explaining Individual Cases with SHAP Value

In addition to ranking the importance of the features, the SHAP method can ex-
plain how each feature impacts individual outcomes in the RF model. Figure 6a,b show
the demonstrations of SHAP explaining a positive case (Figure 6a) and a negative case
(Figure 6b) in Ag3222eSub (45–49), while Figure 6c (positive case) and Figure 6d (negative
case) are demonstrations of explaining individual cases in AgeSub (50–54). To explain and
demonstrate some key elements in the figure, Figure 6a,b should be the primary focus.
First, in Figure 6a, at the top-right corner, f (x) = 0.356 is the predicted outcome from the
ML model for the positive case, which has a likelihood value between 0 and 1. Because
the data in this study have a class imbalance issue, the threshold for determining whether
the outcome should be positive or not has been adjusted, for which f (x) ≥ 0.213 is de-
termined as positive in AgeSub (45–49). Second, in Figure 6a, the x-axis represents the
SHAP values, and the y-axis represents the features and their corresponding values for an
individual case. Third, in the middle section of Figure 6a, the red bar indicates a positive
impact on the outcome, whereas the blue bar indicates a negative impact. Fourth, at the
bottom of Figure 6a, E[ f (x)] = 0.198 is the expected value (EV). The EV, also known as
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the background data in the SHAP method, is the actual percentage of positive cases from
the training data used when building the ML model. The EV represents a naïve predicted
outcome and can be considered a starting point. By adding the SHAP values of each feature
and EV, the sum is equal to the outcome. In other words, using EV as the starting point
and f (x) as the endpoint, the SHAP values can indicate how each feature contributes to
the outcome relatively. Thus, for the case shown in Figure 6a, a breast self-examination of
2 (mass, pain, or tenderness) and an education level of 4 (postgraduate) are the features
contributing the most to a positive outcome.

For the negative case in AgeSub (45–49) in Figure 6b, the elements remain the same
as in Figure 6a, with the only differences being the EV and the threshold for determining
whether the outcome is negative. Because Figure 6b shows a negative case in AgeSub
(45–49), the EV equals the actual percentage of the negative cases in the training data.
Moreover, the threshold for negative cases is 1 − 0.213 = 0.787, for which f (x) ≥ 0.787 is
determined as a negative case. The concept mentioned in this section remains the same as
that in Figure 6c,d. For the positive case shown in Figure 6c, the threshold for determination
was 0.147, whereas the threshold for the negative case shown in Figure 6d was 0.853. In
summary, the SHAP can provide helpful information for gaining more insight into the
contribution of each feature to individual outcomes.
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4. Discussion

The model successfully demonstrated age at menarche, education level, parity, breast
self-examination, and BMI as the top five significant risk factors affecting mammography
outcomes. Breast self-examination, education level and reproductive lifespan were ranked
higher in the younger group, whereas parity and BMI were favored in the older group. The
RF model demonstrated the greatest efficacy, with the highest AUC in the analysis of both
age subgroups (Tables 3 and 4). The SHAP value framework was applied to the RF models
to provide insight into the decision-making process by revealing the magnitude of each
risk factor on the formulation of the final prediction.

The results indicated that age at menarche had the greatest impact on mammography
outcomes in both subgroups. Early age at menarche is a well-established risk factor for
breast cancer, with earlier ages conferring a higher risk [11]. This has been extensively
documented in the existing literature, attributing this greater risk to the mitotic effect of
excess hormone exposure on the differentiation and proliferation of breast tissue [33]. It
has been reported that women at an early age at menarche continue to have higher levels of
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estrogen for several years after puberty, thus increasing their cumulative lifetime estrogen
exposure [34]. Research carried out by Ganz et al. proposed that estrogen contributes
to breast cancer risk by influencing cell turnover and increasing breast epigenetic age,
concluding that earlier age at menarche and higher BMI were associated with higher breast
epigenetic age in healthy breast tissue, thus drawing parallels to the increased risk of breast
cancer [35]. The reliability of this association was further evidenced by a meta-analysis
of 117 epidemiological studies that concluded that the younger the age of menarche, the
higher the relative risk of breast cancer [33].

The second most important risk factor identified by the model was education level.
This is supported by numerous studies, including a meta-analysis of 18 cohort studies with
over 10 million women that associated higher levels of education with an increased risk
of breast cancer [36]. Many studies have also equated education level with socioeconomic
status and found similarly that higher socioeconomic status confers a greater risk of breast
cancer [37–39]. It is postulated that this correlation is largely due to the differences in
known risk factors for breast cancer between educational levels, such as alcohol consump-
tion, hormone replacement therapy, and parity, as well as participation or lack thereof in
mammography screening [40].

Parity was identified as the third most important factor in determining mammography
outcomes. Previous studies have concluded similarly, with nulliparous women carrying
higher risks of breast cancer [41]. Similarly, another prospective study demonstrated that
women with four or more pregnancies lasting longer than six months were associated with
a lower relative risk of breast cancer of 0.68 [42]. These differences can be attributed to hor-
monal changes during pregnancy that reduce breast tissue carcinogenesis, as demonstrated
in human and animal studies [43]. Many studies have indicated that breastfeeding lowers
the risk of breast cancer by reducing estrogen and progesterone [44,45]. Breastfeeding as a
predictor should be considered in tandem with parity, given the absence of breastfeeding
in nulliparous women.

Our model implicates breast self-examination as the fourth most important risk
factor for predicting mammography outcome. Evidence for the benefits of breast self-
examination remains controversial. The American Cancer Society no longer recommends
self-examination as a screening method for women in the US, whereas the NHS Breast
Screening Programme continues to advocate for self-examination for women in the UK.
Population studies have shown increased rates of detection for breast cancer in cohorts
advised to perform self-examination [46,47]. However, there exists conflicting research that
discredits self-examination as an effective screening tool, with intervention groups showing
increased rates of unnecessary biopsies and no overall reduction in mortality [48,49]. Our
results suggest that breast self-examination is the fourth most important risk factor for
predicting mammography outcomes. This provides evidence in support of breast self-
examination as a screening tool, given that positive mammography outcomes were defined
as results that required further follow-up or intervention.

BMI was the fifth most influential factor identified when averaged across both age
groups, which is supported by abundant literature demonstrating obesity as one of the
leading modifiable risk factors in the development of breast cancer [50,51]. The mechanistic
relationship in which obesity promotes breast cancer can be explained via the estrogenic
and inflammatory nature of adipose tissue, subsequently jeopardizing the development
of normal breast tissue [52,53]. Although several large studies and meta-analyses have
shown a positive association between BMI and breast cancer risk in postmenopausal
women [54,55], the link between BMI and breast cancer risk in premenopausal women
remains unclear [56–59]. This phenomenon was supported by our results, which ranked
the BMI category higher in the older age group. Given that the mean age of menopause in
Taiwan was reported as 50.2 years old in 2020 [60], conclusions from the older age group
can be extrapolated and applied to the postmenopausal population.

Reproductive lifespan was identified as a significant factor in the younger age group.
This variable describes the years between age at menarche and age at menopause, during
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which the ovaries produce hormones that have a direct effect on breast tissue develop-
ment [11]. A prospective study conducted by Monninkhof et al., including 10,591 women,
demonstrated positive associations between earlier menopause and, thus, a shorter re-
productive lifespan, and lower subsequent breast cancer risk [61]. This is supported by a
recent meta-analysis of over 40,000 women who showed an increased breast cancer risk
every year during menopause [33]. The application of SHAP values demonstrates the
absolute impact of reproductive lifespan on mammography outcome; the discrepancy in
the ranking of reproductive lifespan between the two age groups allows us to conclude that
the protective effects of a shorter reproductive lifespan outweigh the deleterious effects of a
longer reproductive lifespan when pertaining to breast cancer risk.

The model-agnostic nature of the SHAP methodology provides many classic ML ap-
proaches with much needed interpretability and insight into the ‘black box’ phenomenon.
SHAP can explain predictions by computing the contributions of individual variables, ac-
counting for local accuracy, missingness, and consistency, to formulate absolute magnitude
and directionality of impact in the prediction of the desired outcome. Whilst conclusions
from ML models may be extrapolated to wider populations, individual cases often have
their own rankings of predictive variables. The directionality of the effect of risk factors on
predicting the outcome may also differ for each case, as shown in Figure 6a–d. However,
the promising aspects of SHAP do come with limitations. Feature dependency negatively
impacts the ability of SHAP to make predictions through permutating feature values as
it operates under the assumption that the variables are independent. This can lead to
unrealistic predictions and confusion in model interpretability through inappropriate cor-
relations between proxy variables and the desired outcome [20]. Limitations also exist
in the development of the ML model, as our model was trained on questionnaire data
from a single center. While measures were taken to validate the data quality, all data
were self-reported, thus affecting the model’s predictive sensitivity and specificity. ML
data balancing techniques were applied to maximize the accuracy parameters; however,
these still resulted in lower sensitivity and specificity when compared to other ML models
developed and trained on medical imagery [27,28].

To further enhance the applicability and accuracy parameters of our model, a larger
dataset across multiple centers is necessary to enhance the data quality. While this study
focuses on age groups with the highest incidence of breast cancer, future analysis encom-
passing older age groups would yield significant conclusions, especially pertaining to
the post-menopausal population. The retrospective nature of this study makes it prone
to selection bias. The prospective validation of the model, possibly in conjunction with
mammographic image recognition neural network models, would be meaningful and result
in significant clinical implications.

5. Conclusions

Through the analysis of 16 risk factors for breast cancer via RF and SHAP value method-
ology, this study identified age at menarche, education level, parity, breast self-examination,
and BMI category as the five most important factors in predicting mammography outcomes,
all of which are supported by the existing literature. Stratifying participants into younger
and older age groups allowed for the differences in the magnitude of impact of each risk
factor accounting for age to be evaluated. The use of the SHAP value provides transparency
and interpretability to ML models, which will hopefully aid clinicians in making medical
decisions and increase the acceptability of ML integration into healthcare to alleviate the
disease burden. This new methodology will also allow clinicians to identify previously un-
detected interactions between prognostic variables for each individual case, providing new
avenues for research and making progress toward the future of individualized medicine.



Healthcare 2023, 11, 2000 15 of 17

Author Contributions: Conception and design, J.S., C.-K.S. and C.-J.L.; data collection, C.-K.S. and
Y.-X.T.; methods, T.-C.L. and C.-J.L.; analysis and interpretation, J.S., C.-K.S., Y.-X.T., T.-C.L. and
C.-J.L.; drafting of the manuscript: J.S., C.-K.S., T.-C.L. and C.-J.L.; project administration, C.-K.S. and
C.-J.L.; funding acquisition, C.-K.S. and C.-J.L. All authors have read and agreed to the published
version of the manuscript.

Funding: The study was supported by the Shin Kong Wu Ho-Su Memorial Hospital (Grant no.
2022SKHADR035).

Institutional Review Board Statement: The study was approved by the Research Ethics Review
Committee at the Shin Kong Wu Ho-Su Memorial Hospital (IRB No. 20220906R).

Informed Consent Statement: Patient consent was waived due to the study being retrospective.

Data Availability Statement: Data available on request due to privacy/ethical restrictions.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Sung, H.; Ferlay, J.; Siegel, R.L.; Laversanne, M.; Soerjomataram, I.; Jemal, A.; Bray, F. Global Cancer Statistics 2020: GLOBOCAN

Estimates of Incidence and Mortality Worldwide for 36 Cancers in 185 Countries. CA Cancer J. Clin. 2021, 71, 209–249. [CrossRef]
[PubMed]

2. Youn, H.J.; Han, W. A Review of the Epidemiology of Breast Cancer in Asia: Focus on Risk Factors. Asian Pac. J. Cancer Prev. 2020,
21, 867–880. [CrossRef] [PubMed]

3. Chen, Y.P.; Lu, Y.-W.; Yang, C.-C. Breast cancer trend in Taiwan. MedCrave Online J. Women’s Health 2017, 6, 376–379.
4. Chen, Y.-C.; Su, S.-Y.; Jhuang, J.-R.; Chiang, C.-J.; Yang, Y.-W.; Wu, C.-C.; Lin, L.-J.; Lee, W.-C. Forecast of a future leveling of the

incidence trends of female breast cancer in Taiwan: An age-period-cohort analysis. Sci. Rep. 2022, 12, 12481. [CrossRef] [PubMed]
5. Su, S.-Y. Nationwide mammographic screening and breast cancer mortality in Taiwan: An interrupted time-series analysis. Breast

Cancer 2022, 29, 336–342. [CrossRef]
6. Pearlman, M.; Jeudy, M.; Chelmow, D. Breast cancer risk assessment and screening in average-risk women. Obstet. Gynecol. 2017,

130, E1–E16.
7. Schunemann, H.J.; Lerda, D.; Quinn, C.; Follmann, M.; Alonso-Coello, P.; Rossi, P.G.; Lebeau, A.; Nystrom, L.; Broeders, M.;

Ioannidou-Mouzaka, L.; et al. Breast Cancer Screening and Diagnosis: A Synopsis of the European Breast Guidelines. Ann. Intern.
Med. 2020, 172, 46–56. [CrossRef]

8. Ren, W.; Chen, M.; Qiao, Y.; Zhao, F. Global guidelines for breast cancer screening: A systematic review. Breast 2022, 64, 85–99.
[CrossRef]

9. Reeves, R.A.; Kaufman, T. Mammography; StatPearls: San Francisco, CA, USA, 2023.
10. Independent UK Panel on Breast Cancer Screening. The benefits and harms of breast cancer screening: An independent review.

Lancet 2012, 380, 1778–1786. [CrossRef]
11. Kelsey, J.L.; Gammon, M.D.; John, E.M. Reproductive factors and breast cancer. Epidemiol. Rev. 1993, 15, 36–47. [CrossRef]
12. Erbil, N.; Dundar, N.; Inan, C.; Bolukbas, N. Breast cancer risk assessment using the Gail model: A Turkish study. Asian Pac. J.

Cancer Prev. 2015, 16, 303–306. [CrossRef] [PubMed]
13. Stevanato, K.P.; Pedroso, R.B.; Dell Agnolo, C.M.; Santos, L.D.; Pelloso, F.C.; Carvalho, M.D.B.; Pelloso, S.M. Use and Applicability

of the Gail Model to Calculate Breast Cancer Risk: A Scoping Review. Asian Pac. J. Cancer Prev. 2022, 23, 1117–1123. [CrossRef]
[PubMed]

14. Sun, C.-K.; Tang, Y.-X.; Liu, T.-C.; Lu, C.-J. An Integrated Machine Learning Scheme for Predicting Mammographic Anomalies
in High-Risk Individuals Using Questionnaire-Based Predictors. Int. J. Environ. Res. Public Health 2022, 19, 9756. [CrossRef]
[PubMed]

15. Youlden, D.R.; Cramb, S.M.; Yip, C.H.; Baade, P.D. Incidence and mortality of female breast cancer in the Asia-Pacific region.
Cancer Biol. Med. 2014, 11, 101–115.

16. Sarker, I.H. Machine Learning: Algorithms, Real-World Applications and Research Directions. SN Comput. Sci. 2021, 2, 160.
[CrossRef]

17. Handelman, G.S.; Kok, H.K.; Chandra, R.V.; Razavi, A.H.; Huang, S.; Brooks, M.; Lee, M.J.; Asadi, H. Peering Into the Black Box
of Artificial Intelligence: Evaluation Metrics of Machine Learning Methods. AJR Am. J. Roentgenol. 2019, 212, 38–43. [CrossRef]

18. Lundberg, S.M.; Lee, S.-I. A Unified Approach to Interpreting Model Predictions. In Proceedings of the 31st International
Conference on Neural Information Processing Systems, Long Beach, CA, USA, 4–9 December 2017; pp. 4768–4777.

19. Li, X.; Zhou, Y.; Dvornek, N.C.; Gu, Y.; Ventola, P.; Duncan, J.S. Efficient Shapley Explanation for Features Importance Estimation
Under Uncertainty. Med. Image Comput. Comput. Assist Interv. 2020, 12261, 792–801.

20. Rodriguez-Perez, R.; Bajorath, J. Interpretation of machine learning models using shapley values: Application to compound
potency and multi-target activity predictions. J. Comput. Aided Mol. Des. 2020, 34, 1013–1026. [CrossRef]

https://doi.org/10.3322/caac.21660
https://www.ncbi.nlm.nih.gov/pubmed/33538338
https://doi.org/10.31557/APJCP.2020.21.4.867
https://www.ncbi.nlm.nih.gov/pubmed/32334446
https://doi.org/10.1038/s41598-022-16056-y
https://www.ncbi.nlm.nih.gov/pubmed/35864141
https://doi.org/10.1007/s12282-021-01315-z
https://doi.org/10.7326/M19-2125
https://doi.org/10.1016/j.breast.2022.04.003
https://doi.org/10.1016/S0140-6736(12)61611-0
https://doi.org/10.1093/oxfordjournals.epirev.a036115
https://doi.org/10.7314/APJCP.2015.16.1.303
https://www.ncbi.nlm.nih.gov/pubmed/25640369
https://doi.org/10.31557/APJCP.2022.23.4.1117
https://www.ncbi.nlm.nih.gov/pubmed/35485666
https://doi.org/10.3390/ijerph19159756
https://www.ncbi.nlm.nih.gov/pubmed/35955112
https://doi.org/10.1007/s42979-021-00592-x
https://doi.org/10.2214/AJR.18.20224
https://doi.org/10.1007/s10822-020-00314-0


Healthcare 2023, 11, 2000 16 of 17

21. Peng, C.-Y.J.; Lee, K.L.; Ingersoll, G.M. An introduction to logistic regression analysis and reporting. J. Educ. Res. 2002, 96, 3–14.
[CrossRef]

22. Tibshirani, R. Regression Shrinkage and Selection via the lasso. J. R. Stat. Society. Ser. B Methodol. 1996, 58, 267–288. [CrossRef]
23. Chen, T.; Guestrin, C. XGBoost: A Scalable Tree Boosting System. In Proceedings of the 22nd ACM SIGKDD International

Conference on Knowledge Discovery and Data Mining, San Francisco, CA, USA, 13–17 August 2016; pp. 785–794.
24. Ho, T.K. Random decision forests. In Proceedings of the 3rd International Conference on Document Analysis and Recognition,

Montreal, QC, Canada, 14–16 August 1995; pp. 278–282.
25. Balleyguier, C.; Ayadi, S.; Van Nguyen, K.; Vanel, D.; Dromain, C.; Sigal, R. BIRADS classification in mammography. Eur. J. Radiol.

2007, 61, 192–194. [CrossRef] [PubMed]
26. Moncada-Torres, A.; van Maaren, M.C.; Hendriks, M.P.; Siesling, S.; Geleijnse, G. Explainable machine learning can outperform

Cox regression predictions and provide insights in breast cancer survival. Sci. Rep. 2021, 11, 6968. [CrossRef]
27. Cordova, C.; Muñoz, R.; Olivares, R.; Minonzio, J.G.; Lozano, C.; Gonzalez, P.; Marchant, I.; González-Arriagada, W.; Olivero, P.

HER2 classification in breast cancer cells: A new explainable machine learning application for immunohistochemistry. Oncol. Lett.
2022, 25, 44. [CrossRef] [PubMed]

28. Wang, F.; Wang, D.; Xu, Y.; Jiang, H.; Liu, Y.; Zhang, J. Potential of the Non-Contrast-Enhanced Chest CT Radiomics to Distinguish
Molecular Subtypes of Breast Cancer: A Retrospective Study. Front. Oncol. 2022, 12, 848726. [CrossRef] [PubMed]

29. Van Rossum, G.; Drake, F.L. Python 3 Reference Manual; CreateSpace: Scotts Valley, CA, USA, 2009.
30. Kluyver, T.; Ragan-Kelley, B.; Pérez, F.; Granger, B.; Bussonnier, M.; Frederic, J.; Kelley, K.; Hamrick, J.; Grout, J.; Corlay, S.;

et al. Jupyter Notebooks—A publishing format for reproducible computational workflows. In Positioning and Power in Academic
Publishing: Players, Agents and Agendas; Loizides, F., Schmidt, B., Eds.; IOS Press: Amsterdam, The Netherlands, 2016; pp. 87–90.

31. Pedregosa, F.; Varoquaux, G.; Gramfort, A.; Michel, V.; Thirion, B.; Grisel, O.; Blondel, M.; Prettenhofer, P.; Weiss, R.; Dubourg, V.;
et al. Scikit-learn: Machine Learning in Python. J. Mach. Learn. Res. 2011, 12, 2825–2830.

32. Buitinck, L.; Louppe, G.; Blondel, M.; Pedregosa, F.; Mueller, A.; Grisel, O.; Niculae, V.; Prettenhofer, P.; Gramfort, A.; Grobler, J.;
et al. API design for machine learning software: Experiences from the scikit-learn project. arXiv 2013, arXiv:1309.0238.

33. Collaborative Group on Hormonal Factors in Breast, C. Menarche, menopause, and breast cancer risk: Individual participant
meta-analysis, including 118964 women with breast cancer from 117 epidemiological studies. Lancet Oncol. 2012, 13, 1141–1151.

34. Emaus, A.; Espetvedt, S.; Veierod, M.B.; Ballard-Barbash, R.; Furberg, A.S.; Ellison, P.T.; Jasienska, G.; Hjartaker, A.; Thune, I.
17-beta-estradiol in relation to age at menarche and adult obesity in premenopausal women. Hum Reprod. 2008, 23, 919–927.
[CrossRef]

35. Sehl, M.E.; Henry, J.E.; Storniolo, A.M.; Horvath, S.; Ganz, P.A. The Effects of Lifetime Estrogen Exposure on Breast Epigenetic
Age. Cancer Epidemiol. Biomark. Prev. 2021, 30, 1241–1249. [CrossRef]

36. Dong, J.Y.; Qin, L.Q. Education level and breast cancer incidence: A meta-analysis of cohort studies. Menopause 2020, 27, 113–118.
[CrossRef]

37. Heck, K.E.; Pamuk, E.R. Explaining the relation between education and postmenopausal breast cancer. Am. J. Epidemiol. 1997,
145, 366–372. [CrossRef] [PubMed]

38. Akinyemiju, T.F.; Pisu, M.; Waterbor, J.W.; Altekruse, S.F. Socioeconomic status and incidence of breast cancer by hormone
receptor subtype. Springerplus 2015, 4, 508. [CrossRef] [PubMed]

39. Fei, X.; Wu, J.; Kong, Z.; Christakos, G. Urban-rural disparity of breast cancer and socioeconomic risk factors in China. PLoS ONE
2015, 10, e0117572. [CrossRef] [PubMed]

40. Robert, S.A.; Strombom, I.; Trentham-Dietz, A.; Hampton, J.M.; McElroy, J.A.; Newcomb, P.A.; Remington, P.L. Socioeconomic
risk factors for breast cancer: Distinguishing individual- and community-level effects. Epidemiology 2004, 15, 442–450. [CrossRef]

41. Nindrea, R.D.; Aryandono, T.; Lazuardi, L. Breast Cancer Risk From Modifiable and Non-Modifiable Risk Factors among Women
in Southeast Asia: A Meta-Analysis. Asian Pac. J. Cancer Prev. 2017, 18, 3201–3206.

42. Pathak, D.R.; Speizer, F.E.; Willett, W.C.; Rosner, B.; Lipnick, R.J. Parity and breast cancer risk: Possible effect on age at diagnosis.
Int. J. Cancer. 1986, 37, 21–25. [CrossRef]

43. Schonfeld, S.J.; Pfeiffer, R.M.; Lacey, J.V., Jr.; Berrington de Gonzalez, A.; Doody, M.M.; Greenlee, R.T.; Park, Y.; Schairer, C.;
Schatzkin, A.; Sigurdson, A.J.; et al. Hormone-related risk factors and postmenopausal breast cancer among nulliparous versus
parous women: An aggregated study. Am. J. Epidemiol. 2011, 173, 509–517. [CrossRef]

44. Chowdhury, R.; Sinha, B.; Sankar, M.J.; Taneja, S.; Bhandari, N.; Rollins, N.; Bahl, R.; Martines, J. Breastfeeding and maternal
health outcomes: A systematic review and meta-analysis. Acta Paediatr. 2015, 104, 96–113. [CrossRef]

45. Stordal, B. Breastfeeding reduces the risk of breast cancer: A call for action in high-income countries with low rates of breastfeeding.
Cancer Med. 2023, 12, 4616–4625. [CrossRef]

46. Thomas, D.B.; Gao, D.L.; Ray, R.M.; Wang, W.W.; Allison, C.J.; Chen, F.L.; Porter, P.; Hu, Y.W.; Zhao, G.L.; Pan, L.D.; et al.
Randomized trial of breast self-examination in Shanghai: Final results. J. Natl. Cancer Inst. 2002, 94, 1445–1457. [CrossRef]

47. Bancej, C.; Decker, K.; Chiarelli, A.; Harrison, M.; Turner, D.; Brisson, J. Contribution of clinical breast examination to mammogra-
phy screening in the early detection of breast cancer. J. Med. Screen. 2003, 10, 16–21. [CrossRef] [PubMed]

48. Chiarelli, A.M.; Majpruz, V.; Brown, P.; Theriault, M.; Shumak, R.; Mai, V. The contribution of clinical breast examination to the
accuracy of breast screening. J. Natl. Cancer Inst. 2009, 101, 1236–1243. [CrossRef] [PubMed]

https://doi.org/10.1080/00220670209598786
https://doi.org/10.1111/j.2517-6161.1996.tb02080.x
https://doi.org/10.1016/j.ejrad.2006.08.033
https://www.ncbi.nlm.nih.gov/pubmed/17164080
https://doi.org/10.1038/s41598-021-86327-7
https://doi.org/10.3892/ol.2022.13630
https://www.ncbi.nlm.nih.gov/pubmed/36644146
https://doi.org/10.3389/fonc.2022.848726
https://www.ncbi.nlm.nih.gov/pubmed/35387125
https://doi.org/10.1093/humrep/dem432
https://doi.org/10.1158/1055-9965.EPI-20-1297
https://doi.org/10.1097/GME.0000000000001425
https://doi.org/10.1093/oxfordjournals.aje.a009114
https://www.ncbi.nlm.nih.gov/pubmed/9054241
https://doi.org/10.1186/s40064-015-1282-2
https://www.ncbi.nlm.nih.gov/pubmed/26405628
https://doi.org/10.1371/journal.pone.0117572
https://www.ncbi.nlm.nih.gov/pubmed/25688556
https://doi.org/10.1097/01.ede.0000129512.61698.03
https://doi.org/10.1002/ijc.2910370105
https://doi.org/10.1093/aje/kwq404
https://doi.org/10.1111/apa.13102
https://doi.org/10.1002/cam4.5288
https://doi.org/10.1093/jnci/94.19.1445
https://doi.org/10.1258/096914103321610761
https://www.ncbi.nlm.nih.gov/pubmed/12790311
https://doi.org/10.1093/jnci/djp241
https://www.ncbi.nlm.nih.gov/pubmed/19720967


Healthcare 2023, 11, 2000 17 of 17

49. Malmartel, A.; Tron, A.; Caulliez, S. Accuracy of clinical breast examination’s abnormalities for breast cancer screening: Cross-
sectional study. Eur. J. Obstet. Gynecol. Reprod. Biol. 2019, 237, 1–6. [CrossRef] [PubMed]

50. Kolb, R.; Zhang, W. Obesity and Breast Cancer: A Case of Inflamed Adipose Tissue. Cancers 2020, 12, 1686. [CrossRef]
51. Naaman, S.C.; Shen, S.; Zeytinoglu, M.; Iyengar, N.M. Obesity and Breast Cancer Risk: The Oncogenic Implications of Metabolic

Dysregulation. J. Clin. Endocrinol. Metab. 2022, 107, 2154–2166. [CrossRef]
52. Engin, A. Obesity-associated Breast Cancer: Analysis of risk factors. Adv. Exp. Med. Biol. 2017, 960, 571–606.
53. Hetemaki, N.; Mikkola, T.S.; Tikkanen, M.J.; Wang, F.; Hamalainen, E.; Turpeinen, U.; Haanpaa, M.; Vihma, V.; Savolainen-

Peltonen, H. Adipose tissue estrogen production and metabolism in premenopausal women. J. Steroid. Biochem. Mol. Biol. 2021,
209, 105849. [CrossRef]

54. Biglia, N.; Peano, E.; Sgandurra, P.; Moggio, G.; Pecchio, S.; Maggiorotto, F.; Sismondi, P. Body mass index (BMI) and breast
cancer: Impact on tumor histopathologic features, cancer subtypes and recurrence rate in pre and postmenopausal women.
Gynecol. Endocrinol. 2013, 29, 263–267. [CrossRef]

55. Klintman, M.; Rosendahl, A.H.; Randeris, B.; Eriksson, M.; Czene, K.; Hall, P.; Borgquist, S. Postmenopausal overweight and
breast cancer risk; results from the KARMA cohort. Breast Cancer Res. Treat. 2022, 196, 185–196. [CrossRef]

56. Chu, S.Y.; Lee, N.C.; Wingo, P.A.; Senie, R.T.; Greenberg, R.S.; Peterson, H.B. The relationship between body mass and breast
cancer among women enrolled in the Cancer and Steroid Hormone Study. J. Clin. Epidemiol. 1991, 44, 1197–1206. [CrossRef]

57. Huang, Z.; Hankinson, S.E.; Colditz, G.A.; Stampfer, M.J.; Hunter, D.J.; Manson, J.E.; Hennekens, C.H.; Rosner, B.; Speizer, F.E.;
Willett, W.C. Dual effects of weight and weight gain on breast cancer risk. JAMA 1997, 278, 1407–1411. [CrossRef] [PubMed]

58. Chang, S.; Buzdar, A.U.; Hursting, S.D. Inflammatory breast cancer and body mass index. J. Clin. Oncol. 1998, 16, 3731–3735.
[CrossRef] [PubMed]

59. Houghton, S.C.; Eliassen, H.; Tamimi, R.M.; Willett, W.C.; Rosner, B.A.; Hankinson, S.E. Central Adiposity and Subsequent Risk
of Breast Cancer by Menopause Status. J. Natl. Cancer Inst. 2021, 113, 900–908. [CrossRef] [PubMed]

60. Shen, T.Y.; Strong, C.; Yu, T. Age at menopause and mortality in Taiwan: A cohort analysis. Maturitas 2020, 136, 42–48. [CrossRef]
61. Monninkhof, E.M.; van der Schouw, Y.T.; Peeters, P.H. Early age at menopause and breast cancer: Are leaner women more

protected? A prospective analysis of the Dutch DOM cohort. Breast Cancer Res Treat. 1999, 55, 285–291. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1016/j.ejogrb.2019.04.003
https://www.ncbi.nlm.nih.gov/pubmed/30974372
https://doi.org/10.3390/cancers12061686
https://doi.org/10.1210/clinem/dgac241
https://doi.org/10.1016/j.jsbmb.2021.105849
https://doi.org/10.3109/09513590.2012.736559
https://doi.org/10.1007/s10549-022-06664-7
https://doi.org/10.1016/0895-4356(91)90152-Y
https://doi.org/10.1001/jama.1997.03550170037029
https://www.ncbi.nlm.nih.gov/pubmed/9355998
https://doi.org/10.1200/JCO.1998.16.12.3731
https://www.ncbi.nlm.nih.gov/pubmed/9850015
https://doi.org/10.1093/jnci/djaa197
https://www.ncbi.nlm.nih.gov/pubmed/33367714
https://doi.org/10.1016/j.maturitas.2020.04.008
https://doi.org/10.1023/A:1006277207963

	Introduction 
	Methods 
	Study Design and Protocol 
	Variable Definitions and Descriptive Statistics 
	Machine Learning Methods 
	Shapley Additive Explanations (SHAP) 
	Proposed Scheme 

	Results 
	Machine Learning Model Result 
	Average Impact on RF Model Output Magnitude 
	Demonstration of Explaining Individual Cases with SHAP Value 

	Discussion 
	Conclusions 
	References

