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Abstract

Artificial intelligence (Al) is a new branch of computer science involving many
disciplines and technologies. Since its application in the medical field, it has been
constantly studied and developed. Al includes machine learning and neural
networks to create new technologies or to improve existing ones. Various Al
supporting systems are available for a personalized and novel strategy for the
management of colorectal cancer (CRC). This mini-review aims to summarize the
progress of research and possible clinical applications of Al in the investigation,
early diagnosis, treatment, and management of CRC, to offer elements of
knowledge as a starting point for new studies and future applications.

Key Words: Artificial intelligence; Oncology; Colorectal cancer; Digestive surgery;
Computer-assisted diagnosis
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Core Tip: Many authors have summarized artificial intelligence applications in the field
of cancer. This mini-review intends to open a window on the attempts being made on
the application of artificial intelligence in the scientific and clinical research of
colorectal cancer by summarizing the most evident results. Our aim is not to draw
definitive conclusions but to stimulate the interest of researchers in the application of
these new technologies, which seem to be able to offer valuable help in the near future.
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INTRODUCTION

Colorectal cancer (CRC) is a growing disease around the world. It represents the third
leading cause of cancer in males, the second in female patients, and fourth in the world
for the cause of cancer death[1,2]. In 2015, 777987 new cases and 352589 deaths due to
CRC were estimated in developed countries[3,4]. According to the Surveillance,
Epidemiology, and End results program, the 5-year relative survival rate is between
63% and 67 % for colon and rectal cancer, respectively[5]. Although important progress
has been made in terms of understanding and treating CRC, morbidity and mortality
rates based on recurrence and metastasis in therapy remain high[6-8]. The estimate of
cases diagnosed at an advanced stage in asymptomatic patients is about 60%-70%[9-
11]. High incidence, high mortality, and often poor prognosis make this disease not
only a major health problem but also a social and economic one. For some years, early
diagnosis and treatment of CRC patients have been the main clinical commitment. The
research on the application of artificial intelligence (AI) in the treatment of CRC is still
in its initial phase; however, with its continuous development and its major applic-
ations in the field of medicine, it is now taking off, also in the management of
malignant colorectal disease. Al refers to a type of intelligence exhibited by machines
that are able to perceive their environment and act autonomously in achieving their
goals[12]. Al technology has been used extensively in medicine, business, and
relationship life. In health science, Al is used especially for the diagnosis, treatment,
and prognosis of diseases. In medicine, Al is divided into two sectors: Virtual and
physical. The former includes imaging techniques, clinical assistant diagnosis,
treatment, research, and drug development. The latter includes surgical and nursing
robotic automation[13] (Figure 1). The continuous expansion and application of Al in
the medical field are increasing its applicative prospects for the diagnosis and
treatment of tumors. Recent studies have shown that Al can play an important role in
the diagnosis and treatment of CRC patients, and it can not only improve the
efficiency of screening, but can also improve the 5-year survival rate of CRC patients
after treatment. This mini-review covers a period of 20 years with particular attention
to the last decade, and intends to open a window on the attempts being made on the
application of Al in the scientific and clinical research of the CRC by summarizing the
most evident results. Our aim is not to draw definitive conclusions but to stimulate the
interest of researchers in the application of these new technologies, which seem to be
able to offer valuable help in the near future.

EPIDEMIOLOGY

Al is an operative modality that can improve the collection of medical data for
epidemiology purposes. Its predictive value is one of the most practical applications of
this technology[14], already verified in areas such as public health and safety; on the
other hand, it has not shown the same results when applied to the management of
malignant diseases such as cancer. In 2016, CRC was responsible for approximately
8.2% of all cancer deaths in the United States, ranking as the third leading cause of
cancer deaths regardless of gender[15]. In fact, we wonder how Al can positively
influence the epidemiology of CRC. The first steps in epidemiology concern general
measures such as the interpretation of research and data. There are often some
difficulties regarding access to data and their categorization, and these methods are
still under development[16-19]. Regarding CRC, an aspect of Al called GeoAl is a tool
that can potentially help health care, and it is a system that collects information and
data from a specific geographic area (food, type of soil, health system available, etc.)
allowing them to be retrieved in a more specific and detailed form on the basis of what
is desired[20]. Hungary and South Korea are the countries with the highest incidence
of CRCJ[21], and CRC, like other gastrointestinal cancers, involves a complex and
multifactorial process that is also influenced by geographic location, genetic predis-
position, nutrition, lifestyles, and specific habits[22]. Due to this multifactoriality,
systems such as GeoAl could have a great utility in defining more precisely the
epidemiology of CRC by providing increasingly specific data sets in order to improve
knowledge even at a local level. The hope is that specific areas with a high incidence of
CRC will benefit from this type of information collection. Another application of Al is
digital epidemiology which deals with the collection of information such as the
collection of epidemiological data from social media and digital devices which are
then quantified by AI[23]. Digital epidemiology has the great advantage of collecting
huge amounts of data that have not been previously planned, but are instead
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voluntarily provided by people online[24]. This provides a huge pool of information
that was not previously available to physicians and can aid in the early diagnosis of
disease and health surveillance of the general public[25]. The disadvantage is the risk
of violation of the patient's privacy which can bring out issues on information security
and confidentiality[19,26]. Although the collection of information sets is considered
tedious and not very useful, an advantageous tool for collecting and ordering them in
order to produce something relevant is the data mining[27] that uses Al to collect
much information, related or unrelated, trying to create a useful order to propose
models and find facts[28]. This process involves the creation of databases, with
selection and integration of data, storage and extraction of the most relevant ones, and
proposal of models with subsequent evaluation and knowledge deriving from this
information[28]. Therefore, medical data on CRC can come from different sources
(social web, tertiary or research centers, etc.), but what is considered useful is the
knowledge that they can bring and the use that can result from it. For CRC, data
mining can represent a technological tool capable of implementing and promoting the
discovery of relationships, new associations and other factors never even considered
before which nevertheless may play a role in this multifactorial disease.

DIAGNOSIS

For many researchers, Al is seen as an approach that will help to better understand
diseases and facilitate their management, and in this discourse it could not be
excluded that slowly implemented ways can better diagnose cancer and treat patients
with greater accuracy and precision[29]. Deep learning has attempted to examine how
medical imaging can be improved and how to find cancer using imaging, and ranges
from tools that enable a greater ability to scan and interpret images faster, high
workflow, and better definition or improve image quality and its extraction with 3D
technology[30-33]. Diagnosis is the integration of multi-source data analysis and
clinical experience. Cancer manifests a wide variety of symptoms, rapid progression,
drug susceptibility, and individual reactions, and for these reasons it is difficult to
make an accurate diagnosis. Al has been shown to help clinicians in the qualitative
diagnosis and staging of CRC[34].

Endoscopy is used to directly observe lesions in the intestinal wall, and
endoscopists through images can assess whether the lesions are related to CRC. Lefere
et al[35] in 2006 introduced the concept of virtual colonoscopy. This innovative
examination is based on computed tomography colonography[36], in which the
images are processed into three-dimensional cavity images. The images thus produce
simulated optical colonoscopy with the aim of detecting CRCs and their adenomatoid
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polypoid precursors, or other neoplastic lesions. The advent of Al has made
colonoscopy a convenient and accurate examination for CRC screening. In 2016,
Fernandez-Esparrach et al[37] designed a method that automatically detected colon
polyps. Their work achieved a sensitivity of 70.4% and specificity of 72.4%, and
consisted of inserting 31 types of information about polyps into a computerized
learning system. In 2012, Takemura et al[38] used narrow band imaging (NBI) and
support vector machine (SVM) technology to distinguish neoplastic polyps from non-
neoplastic polyps, resulting in a detection accuracy of 97.8%. Urban et al[39] designed
and trained a convolutional neural network (CNN) system to improve adenoma
recognition rate for colonoscopy. They collected images from over 2000 colonoscopy
results for machine learning. Their assistant system achieved an accuracy of 96.4%.
Mori et al[40] mixed NBI with staining image technology to recognize images of small
malignant polyps being screened in real time. The final pathological forecast that they
obtained was 98.1%. Akbari et al[41] used polyp segmentation during colonoscopy to
recognize tumors using a CNN. During the testing phase, they conducted effective
post-processing of a probability graph extrapolated from their CNN, reaching a
specificity of 74.8%, sensitivity of 99.3%, and accuracy of 97.7%. Renner[42] have
structured a computer-assisted optical biopsy system. They uploaded 602 images to
the deep learning system for each colorectal tract examined endoscopically. By
processing the information contained in the images, they were able to distinguish the
neoplastic polyps with a diagnostic accuracy and sensitivity of 78.0% and 92.3%,
respectively. Other authors[43], according to available evidence, conclude that the
incorporation of Al as an aid for detection of colorectal neoplasia results in a
significant increase in the detection of colorectal neoplasia, and such effect is
independent from main adenoma characteristics. EndoBRAIN is an Al-assisted
endoscopic diagnosis system that analyzes cell nuclei, crypt structures, and
microvessels, with the aim of identifying colonic neoplasms. In 2020, Kudo et al[44]
performed a retrospective comparison between the diagnostic capabilities of the
EndoBRAIN system and those of 30 endoscopists. During the analysis, EndoBRAIN
showed a sensitivity of 96.9%, specificity of 94.3%, and accuracy of 96.0% in distin-
guishing neoplastic from non-neoplastic lesions. The endoscopists' values were lower.
Blanes-Vidal et al[45] extended the use of Al for capsule endoscopy through the use of
a CNN for the detection and localization of colon polyps. The results of their algorithm
were excellent, reaching an accuracy of 96.4%, while the sensitivity and specificity
were 97.1% and 93.3%, respectively. During colonoscopy, the mucosa of malignant
colon tumors is characterized by irregular and discontinuous crypt structures, and
help in diagnosis can be provided by computer-assisted diagnosis (CAD). In 2015, the
Infocus-Breakpoint was designed, which is a method that can directly detect the length
and area of a neoplasm by transforming it into a 2D colonoscopic image, with great
precision[46]. CAD was used by Stefanescu[47] for processing images from confocal
laser endomicroscopy and training the model using a two-layered feed forward neural
network for diagnosing malignant samples based on seven parameters tested. The
diagnostic error obtained was 15.5%. NBI magnification (M-NBI) can be employed for
detailed observations of microvascular structures. In this regard, Tamai et al[48] used
M-NBI-based CAD to classify and list mucosal lesions in the colon, including
hyperplastic polyps, adenoma/adenocarcinoma lesions, and deep submucosal lesions,
with an accuracy of 83.9%, 82.6%, 53.1%, 95.6%, and 82.8%, respectively. The
development of CRC is a process consisting of many steps, and the transformation
from adenoma to carcinoma[49] can take a very long time. Therefore, the importance
of early screening and detection of lesions to reduce the incidence of this disease is
intuitive[50]. In this regard, Ito et al[51] developed an Al system applied to endoscopy
for diagnosis, and this system was based on a CNN using machine learning images.
The authors analyzed protruding, flat, and sunken lesions and found improvement for
colon cancer detection. The sensitivity, specificity, and accuracy found for cT1b were
67.5%, 89.0%, and 81.2%, respectively. Subsequently, several CAD systems were
developed to screen patients at risk for CRC prior to colonoscopy. Some authors have
developed Al systems with the aim of analyzing patient information comprehensively
to predict the onset of CRC. The variables selected were gender, age, and blood test
data. In this case, the objective in addition to the scientific purpose represented an
encouragement for patients with positive results in order to induce them to accept
periodic checks[52]. In 2018, Xu et al[53] assembled a team that designed an early
screening method for CRC based on plasma copy number variation. They sequenced
entire genomes and then trained an SVM to make the diagnosis. The results obtained
by this method were an 88.9% specificity and a sensitivity of 91.7%. Recently, Graham
et al[54] proposed MILD-Net, a CNN composed of a completely convolutive network,
and this system has reintroduced the original images at multiple points within their

AIC | https://www.wjgnet.com 82 December 29,2021 | Volume2 | Issue6 |



Jaishideng®

Cianci P et al. Al in CRC management

network in order to reduce diagnostic uncertainty. Other authors such as Wan et al[55]
designed an Al program with the intent of improving the sensitivity of the extraction
of plasma cell-free DNA for CRC patients. For a weighted early (stage I/II) CRC
cohort, they achieved an average sensitivity of 85%. Wang et al[56] has designed
several artificial neural networks (ANN) models that are biologically inspired
computer programs designed to simulate the way in which the human brain processes
information. Using a vector quantization neural network, they structured four models
for qualitative diagnosis, MO/M1 discrimination, carcinoembryonic antigen testing,
and clinical staging. Shahbazy et al[57] have included some classification factors in his
algorithm, concerning a case-control study, demonstrating greater accuracy in the
early diagnosis of CRC. The 5-year disease-free survival rate was 84%. Tumor budding
is considered a sign of cancer cell activity and the first step of tumor metastasis. In
accordance with this concept, Liu[58] in 2021 established an automatic diagnostic
platform for rectal cancer budding pathology by training a faster region-based CNN
(F-R-CNN) on the pathological images of rectal cancer budding. He analyzed
postoperative pathological section images of 236 patients with rectal cancer. The
conclusions were that F-R-CNN deep neural network platform for the pathological
diagnosis of rectal cancer tumor budding can help pathologists make more efficient
and accurate pathological diagnoses. Gupta et al[59] proposed a study on over 4000
CRC patients, using machine learning algorithms to predict the stage of the tumor.
They postulated that tumor budding may be an additional prognostic factor to the
TNM staging system. To overcome the problem of the poor reliability of tumor
budding, Weis et al[60] introduced a different automatic image processing tool to
quantify it in immunohistochemistry sections. Detections of tumor buds in CRC
patient samples were reliable. To increase the results of Al against CRC,
histopathology and genetics may not be enough, in fact, as shown by a study by
Borkowski et al[61] who compared different Al platforms to detect adenocarcinoma in
the veteran population. They found significant difficulty, on the part of machine
learning tools, in differentiating adenocarcinoma with KRAS mutation from those
without KRAS mutation. These difficulties may suggest the need for a more unified
approach. Environmental causes should not be underestimated in the formation of
CRC cancer. However, the study of tumor suppressor genes and oncogenes such as
APC, KRAS, and MTHFR occupy a no less important role[62]. This has led to a
dramatic increase in the number of potential biomarkers and indicators that can be
linked to cancer growth. Some success has been achieved through Al training to
classify tumors based on histopathology alone. Some authors[63] have trained an
algorithm to classify gastric and epithelial tumors into adenocarcinoma, adenoma, or
non-neoplastic lesions. They compared a type of CNN that uses smaller tile sizes to
RNN (recurrent neural network) to observe and then classify the images. The RNN
was more accurate and no statistical difference was demonstrated. Ciompi et al[64]
postulated that CNNs need better image quality and this could help Al approach. Late
diagnosis of CRC can lead to other problems and we are nowhere near the solution,
but Al could help in other ways for CRC diagnosis at a later stage. A study by
Dimitriou et al[65] sought to increase the accuracy in prognosis for stage II cancers,
ultimately arguing that more attention should be paid to traits such as textures, spatial
relationships, and morphology, all of which can be better managed by machine
learning. Another tool that could be useful in diagnosing CRC is represented by fuzzy
systems[66], and these allow any number between 0 and 1 to exist. This scope can be
applied to any form of pathology and can help identify aberrations or predict the
likelihood of cancer based on predetermined parameters. In the case of colorectal
polyps, fuzzy parameters can be easily applied to match various characteristics as a
stock of polyps in pedunculate or mucous lesions, if the indentations on hyperplastic
polyps will become advanced lesions and specific sizes or forms, and to categorize
low-risk injuries or if an adenomatous polyp is at risk of canceration.

GENETIC TESTING

Al can also be important in genetic testing for CRC. Hu et al[67], based on gene
expression, compared the accuracies of three different neural networks for cancer
classification. On a sample of 53 patients, they found that the most accurate classi-
fication was obtained with the S-Kohonen neural network. In 2017, Xu et al[68]
structured an SVM system to identify differentially expressed genes with the purpose
of distinguishing patients with high risk and predicting prognoses. Fifteen genetic
markers were identified as predictors of recurrence risk and prognosis for colon cancer
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patients. Zhang et al[69] developed a counter-propagation ANN for the detection of
the BRAF gene mutation in CRC using near-infrared testing. Their model achieved a
diagnostic sensitivity of 100%, specificity of 87.5%, and accuracy of 93.8%, and it can
distinguish the BRAF V600E mutation from the wild type.

Methylated DNA has been widely used in Al diagnosis as a biomarker for early
CRC. Coppede et al[70] in 2015 structured an ANN to explore the association between
CRC-related genes and environmental factors. They concluded that ANNs revealed
the complexity of the interconnections among factors linked to DNA methylation in
CRC, and also observed an intricate network of interconnections between dietary and
lifestyle factors and the methylation profiles of the studied genes. Kel et al[71]
developed an analytical method to diagnose early CRC by extracting human
methylated cytosine and guanine separated by a phosphate (CpG) from blood and
feces. This study involved 300 CRC patients and identified six potential epigenetic
biomarkers of DNA methylation that may lead to rapid tumor development.

MANAGEMENT AND TREATMENT

In 2019 Ferrari et al[72] reported that Al, based on the analysis of the texture of MR
images, would be able to settle the complete therapeutic response of rectal cancer
previously subjected to neoadjuvant chemotherapy. Their results have been
encouraging. Indeed, the proposed Al model allows the distinction between complete
response to therapy and non-response in neoadjuvant treatment of rectal cancer. The
role of Al in drug metabolism in the treatment of CRC is not to be neglected, and it can
allow a better understanding of the transformation and metabolism that drugs induce
towards cancer progression. Tools that assist Al provide reliable information on the
metabolism of these drugs in the treatment of CRC, leading to a better understanding
of their biological behavior and specific metabolic pathways[73]. The predictive power
of AI in CRC through the use of the ANN algorithm is increasingly appreciated.
Indeed, the ANN uses non-linear models with particular flexibility regarding medical
research and clinical practice[74,75]. An advantage could be to optimize the process
through flexible models with good value for money, and for large data collections. The
ANN has proven to be an accurate and reliable tool for clinical decision making.
Lastly, academic dissemination of knowledge is facilitated by these models[74-78].
According to a systematic review of 27 studies that used ANNs as diagnostic or
prognostic tools, 21 of these showed health care benefits, while the others showed
similar results to models already in use[74]. In this regard, other authors reported that
the ANN applied to the prediction of distant metastasis of CRC showed a better
outcome[79]. Traditionally, the treatment of CRC is multimodal, integrating surgery,
chemotherapy, radiotherapy, and immunotherapy, and aims to offer together a
complete and more effective cure. Al can be an extra help for patients to choose the
treatment methods that are appropriate for them and improve the healing effects of
the protocols in use by designing more individualized and precise therapies.

PERSONALIZATION AND DIVERSIFICATION OF THERAPEUTIC MAN-
AGEMENT

Cancer research is moving towards the personalization of cancer treatments.
Healthcare is rapidly moving toward precision or personalized medicine. Machine
learning models have the potential to contribute to individual-based cancer care and
transform the future of medicine[80]. The Watson for Oncology system was developed
at Memorial Sloan Kettering Cancer Center. This Al-based system, by automatically
extracting medical information from medical records and translating it into a practical
language for learning, improves personalized and precision medical treatment for
cancer therapy. This tool has been evaluated by various authors. Kim in 2019[81]
analyzed the concordance rate between different chemotherapy regimens in the
treatment of CRC, and the data were compared between those determined by a
multidisciplinary team and those suggested by the recommendations of the Watson
for Oncology: In 61 CRC samples, the rate of initial agreement was 46.4%, but after
inclusion of other recommendations, it increased to 88.4%. It would appear that this
system can be improved through continuous adjustments. Miyano[82] has also used
the Watson for Oncology system for the genetic sequencing of cancer patients, and the
results obtained in a very rapid time have produced a reduction in waiting times,
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which is very useful when the topic under discussion is cancer. Akturk and Erci[83]
experimented with this model applied to human care, finding more individualized
and caring nursing services with patient satisfaction. With regard to these pathologies,
medicine is becoming more and more personalized and also for the drugs used. In this
sense, Keshava et al[84] proposed a method that can identify subpopulations that have
different reactions towards inhibitors of the same target and can help to understand
the mechanisms of resistance. With a system in continuous information enrichment,
new subpopulations of cancer could be identified, and old and new genetic
biomarkers were analyzed in order to find more effective combinations of drugs. Still
with regard to the application of Al on targeted drugs, Ding et al[85] created a system
for screening molecular markers at the system biology level by integrating transcrip-
tomics and proteomics data. The identified markers were integrated to develop
targeted drugs useful for the clinical treatment of CRC. Nowak-Sliwinska et al[86]
proposed a study using existing anticancer drugs to treat new indications. They
combined specific phenotypic studies with mechanistic studies to create Al models
capable of predicting disease-drug pairs. Finally, clinical management also cannot be
neglected. Horta et al[87] in 2018 collected information from CRC surgical patients,
and then instructed a model to support decisions regarding selection of patients who
should be offered co-management services.

LIMITS AND FUTURE PERSPECTIVES

With regard to new technologies such as Al, there is often a doubtful attitude, and the
health staff bases their work and commitment on certain and verified information.
However, in the era of big data, it will be necessary to address these issues and
certainly deepen them in order to understand how reliable they are and the help that
these methods can give us. The next step should be the creation of medical ethics
guidelines, in order to regulate the scope of the use of these new technologies. It is
necessary to understand the data in order to draw firm conclusions. The limit of all
this technology is the insufficiency of aggregate and understandable data that allow us
to draw advantageous conclusions. Taking the studies on the subject of CT imaging
and Al as an example, the input data can be manifold, and this can represent a
problem when definitive answers must be given for the diagnosis and treatment of the
general population. The data optimization that the new technologies offer us requires
and will require an investment of more and more time and money, but this will allow
us to build systems that will allow better data collection and that will allow better and
more accurate decision-making processes. The more institutions that start accumu-
lating data, the greater their quantity and quality. The creation of public databases for
information such as symptomatology, different imaging modalities, or geographic
distribution can be a great strength that could benefit researchers by having access to
more and more information. Free access to this data represents another obstacle that
should not be underestimated, and underdeveloped and poor countries may not be
able to have access to this technology. The further on we will go with the experi-
mentation and application of Al, the more costs will decrease and the greater will be
the benefits that can be felt by everyone and not only by those in certain geographical
areas. It is critical for the global health community that these countries have access to
technology to better treat and address diseases in their area and improve the quality of
life in their local communities.

CONCLUSION

All new technologies can represent the beginning of a new era and their applications
in daily use take time to be slowly incorporated. Al is certainly a promise of a new
scientific season, but it remains at an early stage for its true application. Several
researches on their use are slowly moving in a good direction. To date, it is clear that
the methods of information gathering, diagnosis, and treatment of CRC will greatly
improve through the use of deep learning tools. While the methods of obtaining
medical information may be controversial, we can say with certainty that early
detection of CRC will gain a great deal when appropriate methods for data collection
are found. Ultimately, Al shows great promise in clinical and therapeutic management
for CRC, and this could indicate better and more personalized treatments for patients
with this disease.
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