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ARTICLE INFO ABSTRACT
Keywords: Despite the deployment of specific breast cancer screening strategies, breast cancer incidence
Breast cancer rates have escalated significantly over recent decades. In a bid to reverse this trend, scientists

Risk factors
BRCA1/2

Polygenic risk scores
Artificial intelligence

have engaged in extensive epidemiological research into breast cancer prevalence, identifying
numerous individual risk factors and promoting population-wide health education. Coupled with
advances in genetic testing, risk prediction models based on breast cancer genes have been
developed, albeit with inherent limitations. In the new millennium, the emergence of artificial
intelligence (AI) as a dominant technological force suggests that breast cancer prediction models
developed with AI may represent the next frontier in research.

1. Introduction

As per a 2018 epidemiological report, breast cancer holds the unwelcome distinction of being the most prevalent cancer among
women, contributing significantly to cancer-related mortality and disability-adjusted life years (DALYs) (1.7 million incident cases,
535,000 deaths, and 14.9 million DALYs) [1]. With the moniker of "the pink killer," breast cancer poses a grave threat to women’s
health globally. Efforts are underway to scientifically predict the risk of breast cancer in populations and guide individuals in
formulating appropriate screening strategies. This precision prevention approach, tailored to varying risk profiles, optimizes the
utilization of medical resources. Over the past several decades, endeavors to identify causative factors of cancer and prevent its onset
have evolved. From initial epidemiological investigations of breast cancer risk factors to models combining genetics and risk, and now
to contemporary Al-based breast cancer prediction models, each step underscores the relentless efforts to alleviate the disease burden
of breast cancer. This article chronologically reviews these methodologies aimed at predicting the risk of breast cancer onset.

2. Non-hereditary individual risk factors

Given that the majority of breast cancer patients are women, the quest to understand its etiology has largely centered on attributes
specific to females. Investigations that commenced in the 1950s studied reproductive factors such as the age of onset of menarche and
menopause, pregnancy, and breastfeeding. The 1990s saw the emergence of additional risk factors including Body Mass Index (BMI),
hormone replacement therapy, and pathological biopsy. Through these comprehensive studies, the scientific community aims to
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mitigate breast cancer risk by evading identified risk factors. The table below encapsulates several risk factors and their corresponding
relative risks.

Risk Factor Relative Risk
Age of first birth Women who give birth to their first child under the age of 18 have only one-third the risk of breast cancer as those who delay
childbirth until 35 or older [2]
Alcohol consumption Daily drinking 5-9.9 g (equivalent to 3-6 drinks per week): 1.15, At least 30 g daily (at least 2 drinks daily): 1.51 [3]
Oral contraceptives Current users: 1.24; 1-4 years after stopping: 1.16; 5-9 years after stopping: 1.07 [4]
Pregnancy and For each childbirth: RR decreases by 7.0 %; For every 12 months of breastfeeding: RR decreases by 4.3 % [5]
breastfeeding
Mammographic density The higher the percentage density, the greater the risk of breast cancer : 5 %: 1 ( baseline ) ; 5 %24 %: 1.79; 25%-49 %: 2.11;

50%-74 %: 2.92; Over 75 %: 4.64 [6]

Obesity Pre-menopausal breast cancer risk is inversely related, RR is 0.54 (BMI>31 kg/m?), for every increase of 5 kg/m? in BMI, the risk of
pre-menopausal breast cancer decreases by about 8 %; Postmenopausal breast cancer risk is positively correlated with every
increase of 5 kg/m? in BMI (RR, 1.12) [7]

Menarche and menopause For every year menarche is advanced: RR increases by 1.050 times; For every year menopause is delayed: RR increases by 1.029
times [8]
benign breast disease The summary risk estimate of developing breast cancer for non-proliferative disease was 1.17 (95 %CI 0.94-1.47). Proliferative

disease without atypia was associated with significantly increased risk of future breast cancer, summary relative risk 1.76 (95 % CI
1.58-1.95). The summary risk estimate for atypical hyperplasia not otherwise specified was 3.93 (95 % CI 3.24-4.76) [9]

hormonereplacement Among menopausal hormone therapy users, these excess risks were definite even during years 1-4 (oestrogen-progestagen RR 1-60,
therapy 95 % CI 1-52-1-69; oestrogen-only RR 1-17, 1-10-1-26), and were twice as great during years 5-14 (oestrogen-progestagen RR 2-08,
2.02-2-15; oestrogen-only RR 1-33, 1-28-1-37) [10]

The factors related to breast cancer presented in the table are derived from epidemiological studies based on population exposure,
and they have withstood the test of time and practical application. Most of these findings are analyzed through population-based
epidemiology and aim to prevent breast cancer through public health education. They do not truly focus on individualized risk
prevention strategies. Despite the increasing research into breast cancer risk factors, the incidence rate remains persistently high. Such
risk assessment methods have not alleviated the socio-economic burden posed by breast cancer.

3. Advancement in developing breast cancer risk Prediction models

In the wake of profound research on breast cancer risk factors, a methodology has been devised to predict the risk of breast cancer,
integratively taking into account relevant factors pinpointed in earlier studies. This method strives to estimate the probability of
developing breast cancer for women at specific ages and with distinct risk factors, thereby facilitating bespoke screening and pre-
vention plans for individuals and clinicians.

3.1. The GAIL model - a tool for assessing breast cancer risk

In 1989, Gail and his team introduced an innovative model [11]. The sample for this model was drawn from the Breast Cancer
Detection Demonstration Project (BCDDP), encompassing 2,852 cases of white women and 3,146 white female controls. Within this
dataset, a family history of breast cancer in first-degree relatives, age at first childbirth, age at menarche, and prior benign breast
biopsies were identified as risk factors associated with breast cancer onset. Through specific mathematical transformations, co-
efficients for each risk factor were integrated, and the overall risk, r(t), for women was calculated using the formula

r(r) = H r(1); (€D)]
i€"factors”

Subsequently, the baseline incidence rate h; (t) for breast cancer in women of different ages was determined from the BCDDP female
data. The formula

K (1) = hy (t)r(2) (2)

was then applied to ascertain the incidence rate h*(t) for breast cancer in women of a specific age, considering the composite risk
factor r(t) in equation (1). The article also elaborated on how data from the GAIL model was used to estimate the probability of breast
cancer occurrence in women of a specific age a over the next t years, employing the integral formula

P(a,t,r) = / 1 (1)S(1)dt (3)

Here, S(t) represents the survival function, but considering other competing risk factors, S(t) can be substituted with a more
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intricate survival function,and h*(t) comes from equation (2). Other factors such as HRT, drinking and smoking are related to breast
cancer, but these factors are not sufficiently exposed in BCPT population, so the model does not consider other factors, and the se-
lection of BCPT population is biased and cannot represent the general population.

In 1999, Gail and his team revised the model, substituting BCDDP data with SEER epidemiological data, thereby establishing a new
baseline incidence rate h;(t) for women of varying ages [12]. The revised GAIL model (GAIL Model 2) was employed to predict the risk
of invasive breast cancer and was validated over a five-year follow-up in 5,969 women from the Breast Cancer Prevention Trial (BCPT).
The results indicated that GAIL Model 2 demonstrated commendable consistency in predicting invasive breast cancer and verified its
absolute risk prediction accuracy over an average four-year follow-up period.

The GAIL model stands as the pioneering model with significant influence, derived from large-scale population data. However, its
design did not incorporate the subsequently identified BRCA gene mutations. Consequently, for individuals known to carry BRCA
mutations, the GAIL model might not offer precise predictions. Additionally, the model excludes women under the age of 35 and
populations from non-Western countries, potentially leading to inaccuracies for women in this age bracket or those of other ethnicities.
Nonetheless, given the GAIL model’s foundation on easily measurable risk factors and its user-friendly nature, it continues to be
employed clinically and has been endorsed by the NCCN guidelines as a preliminary tool for breast cancer risk assessment [13].

3.2. The BRCAPRO model - breast cancer risk assessment Program

The discovery of the BRCA1 gene in 1994 unveiled the familial genetic foundation of breast and ovarian cancers. For women with a
family history of these cancers, the risk associated with carrying a BRCA1 gene mutation may be significantly elevated. To assist
women in understanding their risk, Donald A. Berry and colleagues developed the BRCAPRO model in 1997 [14]. This model employs
a combination of Mendelian genetics and Bayesian statistics to calculate the probability of a woman carrying the BRCA1 mutation
based on her family history. The model’s calculation is as follows:

Let M represent "the individual carries the mutation", N its complement "the individual does not carry the mutation", and H the
individual’s family history. The probability of an individual being a mutation carrier is P(M) as not considering the individual’s family,
where

P(M)=2f - f* ©)

Here, f is the allele frequency of the mutation in the evaluated individual’s population, in the study population of this model, f =
0.0006, thus

P(N)=1-P(M) (5)
Applying Bayes’ theorem and considering the individual’s family history H,

P(M|H) = (P(H|M) x P(M)) / P(H) (6)
P(H) is the total probability of the individual’s family history H, which can be decomposed as:

P(H)=P(H|M) x P(M) + P(H|N) x P(N) @)
Substituting the likelihood ratio,

LR= (P(H|M))/ P(H|N), (€)

into the previous equations (6) and (7) yields the Bayesian formula
P(M|H)=LR / (LR+P(N) / P(M)) 9

Here, LR can be determined based on the epidemiological data of the individual’s population, manifesting as different LR values for
different ages. Combining this with Equation (4), (5 ) and ( 9 ), we obtain the probability, P(M|H),of an individual carrying a BRCA
mutation given the family history H.

It’s worth noting that when considering the exact relationships of all family members, the age of diagnosis for affected members,
and the current age of unaffected members, the likelihood ratio LR undergoes formula adjustments. However, the core concept remains
consistent, estimating the probability of specific family members carrying the BRCA1 mutation using estimated BRCA1 mutation
frequencies in the general population and age-specific incidence rates for mutation carriers and non-carriers for both breast and
ovarian cancers. While the initial version of the model did not account for BRCA2 mutations, subsequent versions were revised
accordingly. Importantly, given that BRCA1/2 mutation-associated breast cancers constitute a minor fraction of all breast cancer cases,
relying solely on BRCA1/2 does not fully explain the occurrence of hereditary breast cancers, limiting the predictive accuracy of the
BRCAPRO model. A prospective prediction study published in 2019, encompassing four models, indicated that the BRCAPRO model’s
accuracy in predicting breast cancers in women without BRCA1/2 mutation inheritance was relatively low, with a ratio of expected to
observed cases of 0.59 [95 % CI 0.55-0.64] [15].
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3.3. OADICEA model - the breast and ovarian analysis of Disease incidence and carrier estimation algorithm

In the realm of familial breast cancer genetics, BRCA1 and BRCA2 stand out as the paramount "high-risk" genes. As research has
advanced, mutations in the TP53, PTEN, and the relatively infrequent HRAS1 genes have been identified to be associated with the
onset of breast cancer. Moreover, there might be other genes, still unidentified, that play a role in this context. To enhance the precision
in predicting an individual’s BRCA mutation status and their subsequent risk of developing breast cancer, Antoniou AC and colleagues,
in 2002, devised the BOADICEA model [16]. This model bifurcates the risk estimation process into two segments.

Initially, it draws upon family history and employs the Bayesian approach to compute the probability, zj;, of an individual
harboring a BRCA mutation. The formula is given by

- P(BRCAL, FH;)
~ P(BRCAL,FH;) + P(BRCA2,FH;) + P(Non — BRCA1/2, FH;)

Tji 10)

Here, P(BRCA1, FHj) represents the likelihood of observing a BRCA1 mutation in an individual given the family history FH;.
Similarly, P(BRCA2, FHj) denotes the probability of observing a BRCA2 mutation in an individual under the same family history, while
P(Non-BRCA1/2, FH;) indicates the chance of observing a mutation that is neither BRCA1 nor BRCA2 under the family history FH;. For
detailed computations, the MENDEL software is recommended. By leveraging the likelihood ratio formula, the model calibrates the
probability 7j; to best align with the BRCA testing outcomes from both the Anglian Breast Cancer (ABC) study cohort and the 156 high-
incidence breast cancer families in the UK. This methodology facilitates the estimation of the likelihood that an individual might carry
a BRCA mutation.

Another facet of the model postulates the existence of a putative BRCA3 gene, which, akin to BRCA1 and BRCA2 genes, plays a
contributory role in the onset of breast and ovarian cancers. Researchers have predicated the incidence rates of breast and ovarian
cancers on the Cox model, leading to the formulation of a mathematical equation:

At) = 20(t) x exp(G +P) (11

This equation integrates age, genetic mutations, and other polygenic effects to estimate the incidence rates of breast and ovarian
cancers. Here, the baseline incidence rate,((t), is determined epidemiologically based on birth cohorts. The term 'G’ represents the
effects associated with the primary genotypes (BRCA1, BRCA2, and BRCA3). Meanwhile, 'P’ encapsulates the potential influences of
numerous other genes on the risk of breast and ovarian cancers, amalgamating these effects into a single variable denoted as 'P’. By
maximizing the likelihood ratio formula, the model parameters are calibrated to align with observed data from both the Anglian Breast
Cancer (ABC) study cohort and the 156 high-incidence breast cancer families. Furthermore, the BOADICEA model postulates age-
specific relative risks of breast cancer for carriers of BRCA1 and BRCA2 mutations, offering a more precise estimation of the inci-
dence rate curve. The model’s predictions regarding the overall familial risk of breast cancer closely mirror epidemiological research
findings, furnishing a sound basis for risk assessment in individuals with relatives diagnosed with breast or ovarian cancers.

Since 2005, Genome-Wide Association Studies (GWAS) have significantly advanced. GWAS is a technique used to identify genetic
variations associated with diseases or traits by comparing genomic data from a large number of individuals. These variations can
include single nucleotide polymorphisms (SNPs) or other types of variations like insertions/deletions [17]. By using GWAS, re-
searchers can compare genomic data from numerous individuals to identify genetic variations linked to the incidence of disease. In
2007, Purcell et al. developed the Polygenic Risk Score (PRS) model based on these variations. PRS is a method that predicts individual
disease risk by summing the effects of multiple genetic variations to calculate a risk score [18]. PRS has been widely applied in
predicting various diseases, including in the field of cancer. For breast cancer prediction, genome-wide association studies analyze a
large number of single nucleotide polymorphisms (SNPs) using high-throughput genotyping or sequencing technologies to detect their
associations with breast cancer. By calculating a multi-gene risk score (PRS), researchers can predict an individual’s risk of developing
breast cancer and even anticipate the molecular subtypes of breast cancer [19].

In 2019, the BOADICEA model was updated to version 5.0.0 [20]. This iteration of the BOADICEA model incorporated the effects of
the PALB2, CHEK2, and ATM genes, integrated a polygenic risk score (PRS) based on 313 single nucleotide polymorphisms, and
included other non-genetic risk factors. The original "G’ effect, which was initially associated with BRCA1, BRCA2, and BRCA3, was
expanded to encompass the genotypic effects of BRCA1, BRCA2, PALB2, CHEK2, and ATM. The 'P’ variable was modified to combine
the PRS with the effects of other yet unidentified genes, leading to a more refined stratification of breast cancer risk. A prospective
validation study in 2021, involving 3,098 samples for the BOADICEA 5.0.0 version, revealed that the c-statistic (a diagnostic test
evaluation metric) for BOADICEA improved from an initial 0.56 (95 % CI: 0.53-0.59) to 0.62 (95 % CI: 0.59-0.64) [21], indicating that
the updated version offers enhanced guidance for preventive decision-making. The NICE guidelines have endorsed the BOADICEA
model as a predictive tool for breast cancer risk [22]. Clinicians can access and utilize the model for patient evaluations via the
dedicated website (www.canrisk.org), employing it as a clinical reference to guide individualized preventive strategies. However,
despite its multiple revisions, the BOADICEA model has its limitations. Designed primarily based on European Caucasian populations,
it may exhibit biases when applied to other ethnic groups, similar to the GAIL model. Additionally, the model does not account for all
individual risk factors, notably lacking considerations for breastfeeding history and prior breast biopsy results.

3.4. IBIS model - international breast cancer intervention study
The initial design philosophy of the IBIS model stood in contrast to that of the GAIL model, which primarily focused on non-genetic
factors of breast cancer, and the BRCAPRO model, which centered on genetic inheritance. Instead, the IBIS model combined individual
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risk factors with BRCA gene inheritance to assess the risk of breast cancer onset. In 2004, Jonathan Tyrer and colleagues developed a
novel computational model termed the IBIS model [23]. This model proposed two primary genetic loci. The first locus is associated
with the BRCA genes and could encompass the normal allele, the BRCA1 allele, or the BRCA2 allele. The second locus represents a
hypothetical susceptibility gene, described as a "low-penetrance gene." This gene integrates the effects of several other genes, elevating
the relative risk of breast cancer. Being dominant in nature, this low-penetrance gene ensures that females exhibit the same phenotype
regardless of whether they carry one or two copies of the gene. Consequently, individuals can be mapped to one of the six phenotypes
presented in Fig. 1(Fig. 1 depicts a table from Ref. [23]).

Following the assumption of the six phenotypes, Jonathan Tyrer and his team devised a three-step procedure to calculate an in-
dividual’s risk of developing breast cancer:

1. Genotypic Probability P(xi|gi) Calculation: For each phenotype, the probability of individual developing breast cancer given
genotype gi is calculated. The IBIS model employs Bayes’ theorem to combine family history and population gene frequencies to
compute individual genotype probabilities. This involves multiple probability calculations, including the probability of a phenotype
given a genotype, the probability of a genotype given parental genotypes, and the genotype probability based on population gene
frequencies. These probabilities are amalgamated using intricate mathematical methods to compute the likelihood for the entire
pedigree, yielding individual genotype probabilities. The individual’s gene probability P(gi) represents the probability that individual
has genotype gi based on population gene frequencies. P(gi|gjgk) represents the probability that individual has genotype gi given
parental genotypes gj and gk, calculated under the assumption that the genes are non-linked and autosomal.

The likelihood formula (12), is then combined with the individual’s pedigree to calculate P(x;|g;), representing the probability that
individual i has a specific phenotype given genotype g;.

L= [ Pelgn Pl (12)
81 gm i=1

2. Future Risk Fi(t;;t) Calculation by Age and Genotype: The IBIS model employs a proportional hazard model to describe
breast cancer development, using a survival function to calculate the risk of individuals with different genotypes developing breast
cancer between ages t; and t;. The formula (13) is first used to determine Snon(t), where Snon(t) and Spop(t) are the survival functions
for females without the BRCA genes and the overall population, respectively. p; and p, represent the proportions of the population
carrying the BRCA1 and BRCA2 mutations, respectively, with Spop(t), p;, and pz derived from UK national statistics. The baseline
survival function Sp(t) is then calculated using

Soon (1) = (Spop (1) — P1Sereat () — P2Spreaz (1)) /(1 — py — p2) 13)
> eSo() = Suen(1), (14)

where p, represents the population proportion with genotype g. Once Sy(t) is determined using Newton-Raphson method, the risk for
an individual with a particular genotype to develop breast cancer between ages t; and ¢; is calculated as Sp (t)% — S, (tj)eg. Consequently,
for those without any risk gene copies, the risk is (So(t;)—So(t))). For individuals carrying at least one copy of the risk gene, the risk is
(So(t)—So(t))6). For carriers of the BRCA1 gene, the risk of developing breast cancer between ages t; and t; for a specific genotype is
(S1(t)% — Sy (t]-)eg ). Similarly, for BRCA2 carriers, the risk is (Sa(t;)% — Sz(tj)e‘g ). Using UK national statistics, Jonathan Tyrer and
colleagues determined gene frequencies of 0.11 and 0.12% for BRCA1 and BRCA2, respectively. By fitting the model to population data
from Anderson et al. ( population data from reference (24)), they inferred that approximately 21 % of the population carries the
hypothesized low-penetrance gene, with a relative risk 6 of 13.0377 for those carrying at least one low-penetrance gene.

3. Calculating the Composite Risk o by Integrating Individual Risk Factors: Jonathan Tyrer and colleagues evaluated the
relative risks associated with individual risk factors such as age at menarche, age at menopause, and parity. An individual’s overall risk

Table 1. The possible phenotypes and their risks of developing breast cancer.

Probability of getting
breast cancer from ages

Phenotype Description titot;

1 No BRCA gene, no low penetrance gene So(t;) — So(t;)
2 No BRCA gene, at least one low penetrance gene So(t:)" = So(t))"
3 BRCAI gene, no low penetrance gene Si(ti) — Si(t5)
4 BRCATI gene, at least one low penetrance gene Si(t)" = Si(ty)'
5 BRCA2 gene, no low penetrance gene Sa(t:) — Sa2(1y)
6 BRCA2 gene, at least one low penetrance gene Sa()! = Sa(1;)’

Fig. 1. Tablel from Reference [23].
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a is the product of the ratio of each risk f for an individual to the corresponding risk R in the general population. This can be determined
from specific epidemiological data.
To conclude, the formula:

6 a
Pr( cancer ) = 1 — (1 — Zp,-F,-(tl,tz)> (15)
=

is employed to calculate an individual’s risk of developing breast cancer in the next 10 years or the cumulative risk up to 85 years of
age. Here, p; denotes the probability of phenotype i, equivalent to the probability P(x;|g;) of exhibiting phenotype i given genotype g;
calculated in equation (14). Fi(t;tz) represents the probability derived in the second step, indicating the risk of contracting breast
cancer between ages t; and t» given the woman’s phenotype i. Lastly, a is the result calculated in the third step, representing the
composite risk based on individual risk factors. Individuals are stratified based on the resulting probabilities Pr( cancer ), and
appropriate preventive plans are formulated according to their risk levels.

In 2018, the IBIS model was updated to version 8.0 [25]. This version incorporated 18 single nucleotide polymorphisms (SNPs)
associated with breast cancer and mammographic density into the model. A female population of 9,363 was used for validation. The
specific method involved calculating the multi-gene risk score (SNP18) and breast density for each participant and performing cali-
bration. Then, the 10-year breast cancer risk probability was calculated using the IBIS (version 6.0) model based on risk factors.
Finally, the IBIS (version 6.0) 10-year absolute risk was multiplied by the calibrated breast density and PRS (SNP18) to obtain the
combined 10-year risk probability. This process adjusted the risk stratification of the original 10-year risk components from IBIS
(version 6.0), resulting in the reclassification of some patients from high risk to low risk and vice versa. As a result, the latest version of
IBIS provides better risk stratification for predicting breast cancer in the population. In a prospective prediction study comparing four
models published in 2019, the IBIS model performed well, with a ratio of expected cases to observed cases of 1.03 [95 % CI 0.96-1.12]
[15].

The current NCCN guidelines recommend the IBIS model for predicting breast cancer risk [13]. By accessing the website provided
by the NCCN guidelines and completing a questionnaire, individuals can assess their risk of developing breast cancer. The NCCN uses a
20 % risk threshold predicted by the IBIS model to categorize individuals into high and low-risk groups, thereby formulating different
preventive strategies. However, the NCCN does not advocate for the integration of PRS with the IBIS model in clinical applications
[13], given that PRS has not yet been successfully validated in clinical trials. The IBIS model, by incorporating a wide range of factors,
offers a more comprehensive prediction of breast cancer risk. It not only predicts an individual’s risk but also estimates the risk for first,
second, and third-degree relatives (cousins). As a result, when compared to models like the Gail model, the IBIS model demonstrates
superior performance in large-scale population validations. However, there are some challenges in its clinical application. For instance,
the IBIS model cannot predict the risk for individuals who have previously undergone chest radiation therapy. Additionally, it tends to
overestimate the risk for populations with atypical hyperplasia or high breast density.

3.5. BCSC Model - Breast Cancer surveillance consortium

In 2005, it was conclusively established that breast density is an independent risk factor for breast cancer [6], a factor not
considered by previous models. Recognizing this oversight, Jeffrey A. Tice and colleagues introduced and validated an efficient,
pragmatic breast cancer risk prediction model in 2008, that duly incorporates breast density [26]. The model merges factors such as
age, race or ethnicity, family history of breast cancer, and breast biopsy history to compute the associated risk. The model categorizes
the population into four groups based on breast density: almost entirely fatty (Category 1), scattered fibroglandular density (Category
2), heterogeneously dense (Category 3), and extremely dense (Category 4). Risk prediction of breast cancer is subsequently conducted
for these four density categories. During a follow-up study conducted over 5.3 years, the model demonstrated the ability to distinguish
prospectively between individuals who would develop breast cancer and those who would not, within a sample of 1,095,484 women.
The breast density model showcased commendable calibration both in the overall population (with an expected-to-observed ratio of
1.03 [95 % CI, 0.99-1.06]) and across racial and ethnic subgroups. It also exhibited moderate discriminatory accuracy, with a
concordance index of 0.66 [CI, 0.65-0.67].

Furthermore, several other models have been studied, but they have not been designed and validated using large-scale samples like
the GAIL model, BRCAPRO model, BOADICEA model, and IBIS model, which have broader applications. It is worth mentioning that the
BOADICEA model and IBIS model incorporate Polygenic Risk Scores (PRS) to enhance the predictive ability of the models. However,
PRS also has some limitations. The calculation of PRS usually involves two steps. The first step is selecting a set of SNPs (single
nucleotide polymorphisms) associated with a specific phenotype, which is typically identified through genome-wide association
studies (GWAS) or other genetic studies. The second step is assigning a weight (often p coefficients) to each SNP to calculate an overall
score. This score is obtained by multiplying the genotype (usually coded as 0, 1, or 2 representing the number of mutant alleles) of each
SNP by its corresponding weight and summing the results. A higher overall score indicates a higher risk of the phenotype. However,
different studies may use different sets of SNPs and values for p coefficients to calculate PRS, so the specific calculation methods may
vary [27]. Additionally, PRS is influenced by the population of the samples. Currently, GWAS studies are mainly conducted in Eu-
ropean and American populations, and the p coefficients of the same SNP may differ in Asian populations. The accuracy of PRS depends
on whether the SNPs used to calculate it are applicable to the target population. Using SNPs from populations of different ethnicities
may result in bias in the calculated PRS [28].
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4. Advancements in the application of artificial intelligence for breast cancer prediction in the contemporary era

As we enter a new era, the accelerated development of artificial intelligence (AI) has paved the way for its integration into the
prediction of breast cancer risk. Implementing Al techniques can refine the accuracy in assessing a patient’s breast cancer risk and
further facilitate personalized preventative measures.

4.1. TRS model - thermalytix risk score

In 2019, researchers from India, aiming to address the challenges of breast cancer screening in developing countries, introduced the
Thermalytix Risk Score framework, which combines metabolic imaging omics with artificial intelligence [29]. This framework is
divided into two parts:

The first part employs a Random Forest (RF) classifier based on 31 features, such as irregular shapes, elevated temperatures, and
asymmetry, to identify individual metabolic abnormalities, resulting in the calculation of a "hotspot score." The second part uses a
complex formula to reconstruct breast vascular images. Another Random Forest (RF) classifier is then applied to extract abnormal
vessels from these images, leading to the computation of a "vascular score."

The framework utilizes deep learning to assign scores to patients based on abnormalities in breast tissue metabolism and vascular
anomalies (these abnormal images appear before the formation of solid breast tumors). These scores are then combined, weighted
differently, and a linear formula is used to compute the final Thermalytix Risk Score, which predicts an individual’s risk of developing
breast cancer. Based on the TRS, the 769 study participants were divided into four risk quartiles of equal width [0-0.25: Low Risk,
0.25-0.5: Medium Risk, 0.5-0.75: High Risk, 0.75-1.0: Very High Risk]. This categorization effectively predicted the risk of breast
cancer in the population (with an Area Under the Curve, AUC, of 0.895 for the TRS), thereby facilitating better individualized
screening plans and optimizing the use of medical resources.

The TRS model, which relies on less complex input data compared to other models like the GAIL and IBIS, holds the potential to
significantly reduce costs associated with population-wide screening. This model is especially beneficial for use in regions with
constrained medical resources, offering preventive consultation for breast cancer. However, the TRS model’s viability for generating 5-
year or 10-year risk predictions in larger populations warrants further exploration and confirmation.

4.2. DL model - deep learning mammography-based model

Breast density is a well-known risk factor for breast cancer, yet the subjective assessment of breast radiographic density lacks
uniformity across radiology practices. Furthermore, there may be subtle yet informative indications present in mammograms that
might elude human detection or simplistic volumetric density measurements. In 2019, Adam Yala et al. developed a deep learning
model, the Deep Learning Mammography-based Model, which employs a deep convolutional neural network based on PyTorch to
predict breast cancer risk using mammography images from 31,806 women [30]. The model showcased robust performance in pre-
dicting breast cancer risk in a validation population of 3,804 women and a testing population of 3,978 women. Surpassing the IBIS
model (AUC = 0.62), the DL model achieved an AUC of 0.68. Furthermore, the DL model can be integrated with traditional risk factors
such as age at menarche and parity to augment the model’s AUC to 0.70. The DL model provides a convenient and cost-effective tool for
screening patients, especially those with limited access to additional information. Nevertheless, there is still limited understanding
regarding the precise mammographic information employed by the DL model in predicting risk, thus warranting further investigation
to elucidate the underlying mechanisms. Moreover, it is imperative to conduct future studies to assess the performance of the DL model
when integrated with genetic testing for breast cancer risk prediction.

4.3. Damage assessment of genomic mutations (DAGM) framework

In 2021, a novel approach was taken to investigate the relationship between germline genomic mutations and the risk of breast
cancer using AL. The Damage Assessment of Genomic Mutations (DAGM) framework was established, employing Al technology to
create a computational model [31]. The DAGM model inputs all germline mutations of an individual and calculates their cumulative
effects on gene expression as reflected in cellular signaling pathways. Based on this information, the framework generates a Activity
Profiles of Signaling Pathways for each individual and calculates an APSP (Activity Profiles of Signaling Pathways) score. The APSP
score, indicating the impact of germline mutations on an individual’s cellular signaling pathways, can be used to evaluate their risk of
breast cancer. Although the DAGM model shows potential, it heavily relies on a framework constructed using publicly available data
from the Catalogue of Somatic Mutations in Cancer (COSMIC) and has not been extensively validated in real-world populations.
Moreover, it does not account for other individual risk factors in the database, and further improvements may necessitate adjustments
to the model’s calculation formula based on these additional factors.

Presently, there are numerous Al-based models under development. While most are still in their infancy and require further
prospective validation studies for clinical application, the rapid evolution of AI technology undeniably forecasts an increase in model
research. Consequently, the future of AI models in breast cancer risk prediction is promising. These models are anticipated to provide
convenient and accurate assistance in predicting cancer risks, enabling individuals to make informed decisions.
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5. Conclusion

The strategies for breast cancer prevention have undergone a transformation, evolving from preliminary epidemiological studies to
sophisticated statistical methodologies, and now to contemporary Al-based predictive models. This transition not only mirrors the
advancements in societal technology but also illustrates the continuous endeavors of humanity in disease prevention and treatment.

Given the significant benefits of early treatment for breast cancer patients, early diagnosis and monitoring have become crucial
components. The current predictive models offer invaluable screening and examination recommendations to clinicians and high-risk
individuals, empowering them to make informed decisions. These models enhance the quality of life for patients while optimizing the
utilization of public health resources. By integrating various factors such as demographics, biomarkers, and genetics, these models
provide more precise monitoring suggestions for high-risk individuals to physicians. Targeted screening and monitoring enable the
early detection of potential diseases, offering more effective treatment options. At present, predictive systems like the GAIL and IBIS
models have been widely adopted in clinical settings. Although these methods have achieved some success in reducing the incidence of
breast cancer, there is still room for improvement in their detection capabilities. Emerging AI models have demonstrated exceptional
predictive performance; however, their AUC may vary in broader populations, necessitating further clinical studies to validate their
accuracy.

In conclusion, early diagnosis and treatment of breast cancer are pivotal in improving the survival rates and quality of life for
patients. The current preventive measures and predictive models provide solid support in this regard. Through these means, we can
more effectively identify high-risk individuals and offer them timely diagnosis and treatment, which is crucial for the control and
prevention of breast cancer.
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