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Chapter

Colon Cancer
Mehmet Ali Koc, Suleyman Utku Celik and Cihangir Akyol

Abstract

Colorectal cancers (CRCs) are commonly diagnosed malignancy in both 
men and women. Although it is a common disease, mortality rates decrease with 
widespread use of screening methods and novel developments in surgery. Physical 
examination, abdomen and pelvic computerized tomography, and chest imaging 
are necessary for preoperative staging and surgical planning of a newly diagnosed 
colon cancer. CRCs usually develop from adenomatous polyps. Although curative 
treatment of localized colon cancer is surgery, endoscopic polypectomy is suf-
ficient when severe dysplasia or carcinoma in situ is detected on a polyp surface. 
Total mesorectal excision and neoadjuvant chemoradiotherapy in rectum cancers 
resulted in significant reductions in morbidity, mortality, and recurrence rates. 
Recently, complete mesocolic excision and central vascular ligation method has 
been described in the surgical treatment of colon cancer to achieve similar results. 
Unfortunately, metastatic colon cancer rate at presentation is approximately 20%. 
Surgery is a potentially curative option in selected patients with liver and lung 
metastasis. Pathologic stage of the tumor at presentation is the most important 
prognostic factor after resection. Therefore, early diagnosis of colon cancer by 
screening methods and new surgical techniques will lead to better results in sur-
vival rates.

Keywords: colon cancer, central vascular ligation, complete mesocolic excision, 
prevention, treatment

1. Introduction

Colorectal cancer (CRC) is the second most common cancer in women and 
third in men with an estimation of approximately 1.4 million new cases globally [1]. 
Men are more affected than women in most of the world with a higher incidence in 
North America and Europe and, lower incidence in South-Central Asia and Africa 
[1]. Although it is a common disease, mortality rates decrease with novel develop-
ments in surgery and widespread use of screening methods such as colonoscopy, 
computed tomography colonoscopy, fecal occult blood test. In the United States, 
decrease in CRC mortality rates has been shown in the Survey of Epidemiology 
and End Results (SEER) program [2]. Due to comprehensive researches about the 
biological and molecular characteristics of CRC, cancer pathogenesis has been well 
elucidated. Since CRC develops after a long process under the influence of both 
genetic and environmental factors, early diagnosis is possible and as a result there 
are better treatment outcomes and prognosis [1–3].

Colorectal cancer incidence rises steadily after the age of 50 years and most of 
the cases are diagnosed in 6th and 7th decades. The incidence under age 40 years is 
only 5% [3]. Although it is recommended to initiate screening studies at 50 years 
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age, suspicious symptoms like rectal bleeding, unexplained anemia, change in 
bowel habits, and weight loss should be investigated regardless of the individual’s 
age. Approximately 80% of CRCs are sporadic, 15% are non-syndromic familial, 
and 5% are syndromic familial cancers [3–5].

CRC is more common in developed societies that consume high-calorie diets 
rich in animal fat, red meat, processed meat, sweets, refined grains, and alcohol. 
However a diet rich in fiber, vegetables, fruits, fish, dairy products, and olive oil 
is beneficial to prevent CRC [4, 5]. The consumption of vegetable fibers shortens 
the period of contact of the carcinogenic substances with the colon mucosa and at 
the same time increases the fecal volume and leads to the dilution of the harmful 
substances so that the adverse effect on the mucosa is reduced. The fat-rich diet 
stimulates bile acid and cholesterol synthesis in the liver, the amount of these sterols 
in the colon increases. Due to colon bacteria, production of secondary bile acids 
and other toxic metabolites are increased and causes negative effects on the colon 
mucosa [3, 6]. The intake of A, C, E vitamins, calcium, selenium, and carotenoids is 
thought to reduce the risk of developing CRC [5, 6]. The risk of developing CRC in 
obese and sedentary individuals also increases like other cancers [7]. Furthermore, 
chronic alcohol consumption and smoking have been reported to increase the risk 
of colon adenomas.

The risk of developing CRC in individuals with long-standing inflammatory 
bowel disease is significantly increased [8]. It is thought that chronic inflamma-
tion of the mucosa is a predisposing factor for CRC. Extent and the duration of 
the colitis is closely related with the development of CRC. While the cumulative 
risk of CRC in ulcerative colitis patients with pancolitis or left-sided disease 
is 1.6% at 10 years, it increases approximately 5 times at 20 years (8.3%), and 
11 times at 30 years (18.4%) [9]. A similar risk for CRC is also associated with 
Crohn’s disease. Screening colonoscopy for CRC has been recommended annually 
for patients with inflammatory bowel disease, 8–10 years after the first symptoms 
of the disease [10].

2. Pathogenesis

Most CRCs usually develop from adenomatous polyps that become dysplastic 
(adenoma-carcinoma sequence) (Figures 1 and 2). The epithelium of small bowel 
is constantly renewed. During this renewal process, progressive deterioration 
leads primarily to adenomatous polyps and later to dysplasia and invasive cancer. 
Hypothesis that CRC are a result of adenoma-carcinoma sequence are supported 
by findings such as frequent early carcinoma detection in large adenomatous 
polyps, detection of adenomas in patients 10 years before cancer in both sporadic 
and familial cases, and reduction of CRC incidence by removal of polyps in 
controlled trials [11].

CRCs occur by accumulation of epigenetic and genetic changes over time [12]. 
These changes transform normal glandular epithelium into adenocarcinoma. In 
hereditary forms of CRC, individuals are born with mutant genes. That means the 
mutant gene is present in one allele in the zygote from the beginning (germ-line 
mutation) but a second hit needed. Hereditary non-polyposis colorectal cancer 
(HNPCC) and familial adenomatous polyposis (FAP) are the best known types of 
hereditary CRC. Sometimes mutations develop after birth due to environmental 
factors (somatic mutation) and sporadic cancers occur [10–13].

Tumor suppressor gene mutations may remove an inhibitory signal while onco-
genic mutations may cause overexpression of a gene or pathway [11]. These changes  
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that cause CRC, which is a different heterogenous disease in each person, 
affect the phenotype of the disease, prognosis and response to treatment. 
Chromosomal instability, microsatellite instability, and the methylator pheno-
type are the three major molecular pathways that involved in CRC development. 

Figure 1. 
Adenoma—carcinoma sequence.

Figure 2. 
Adenoma—carcinoma sequence (figure taken from with permission of Prof. Kuzu, Turkish Society of Colon 
and Rectal Surgery; Colon and Rectum Cancers.Eds, Baykan A, Zorluoglu A, Gecim E, Terzi C. 2010).
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Each pathway has unique characteristics, and multiple pathways may play a role in 
the  development of CRC [12, 13].

2.1 Chromosomal instability

Chromosomes are unstable in chromosomal instability (CIN), because of a 
change in the chromosome structure or copy number (Loss of heterozygosity-LOH). 
CIN is the most common occurrence in CRC [13]. Approximately 80% of CRC 
patients have CIN. Vogelstein and Fearon described the classical adenoma-carcinoma 
sequence and their study supported that LOH was responsible for the sequence [14]. 
The main genes which play role in the carcinogenesis are the adenomatous polyposis 
coli (APC), K-ras, deleted in colon cancer (DCC), and P53 (Figure 1).

The APC is a tumor suppressor gene, therefore, mutation in both alleles are 
necessary for the initiation of the sequence. Mutated APC causes decreased produc-
tion or lack of APC protein. Thus, translocation into the nucleus due to intracellular 
accumulation of β-caterin, which is controlled by the APC protein to regulate the 
WNT signaling pathway, causes alterations in cell signaling, proliferation, and 
adhesion [15]. The APC gene is first described in patients with FAP. However, it was 
then reported that majority of the sporadic CRC has the APC gene mutation and 
APC mutation is present in adenomas smaller than 0.5 cm [16].

K-ras is a cellular variant of RAS oncogenes and the most frequently mutated 
RAS proto-oncogene in CRC. Since K-ras is a proto-oncogene, mutation of only 
one allele is enough. K-ras gene encodes a G-protein (Guanine nucleotide binding 
protein) that is active when GTP bond state and inactive (GDP-bond state) after 
hydrolyzed by GTPase. This protein is involved in mitogen-activated protein kinase 
(MAPK) pathway which promotes cell growth and proliferation. RAS mutation 
results in an active GTP-bond protein, which is unable to switch off by GTPase, and 
leads to uncontrolled cell division. About 43% of non-hypermutated (Microsatellite 
stabile-MSS) CRC, which are nearly 80% of CRC, has RAS mutations [17].

DCC and SMAD4 mutations have been found in CRCs [18, 19]. Both are tumor 
suppressor genes. DCC gene product is thought to be involved in cell differentiation 
and adhesion in CRC [20]. DCC and SMAD4 (formerly PC4-deleted in pancreatic 
cancer) were both identified at 18q. SMAD4 mutations is thought to perturb TGF-beta 
signaling pathway which has an inhibitory influence on normal cell growth [19, 20].

TP53 gene on chromosome 17p encode P53 protein which arrests the cell cycle 
and facilitates DNA repair [21]. In all human cancers most of the mutations occur 
in TP53 gene. TP53 mutation occurs in about 75% of CRCs [14]. However it is not 
frequent in adenomas, therefore, it is considered to be a late event in CRC tumori-
genesis and related with invasiveness [22, 23].

2.2 Microsatellite instability (MSI)

Microsatellites are non-coding DNA segments containing 1 to 4 repetitive 
nucleotide sequences. In normal individuals microsatellites are completely identical 
in all cells. But the failure of the DNA mismatch repair genes to function properly 
causes a change in the length of the microsatellite sites that are already prone to 
error during copying. This is called microsatellite instability. There are also short 
repetitive segments in various tumor suppressor genes (TSG), and accumulation of 
the mutations in TSGs due to the inactivity of MMR genes (most commonly MLH1 
or MSH2) lead to the development of adenoma and subsequent carcinoma [21–23].

It is possible to detect microsatellite instability with current diagnostic proce-
dures, as long as many cells carry the same abnormality, which means that the cells 



5

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

belong to the clonal process. Clonal proliferation is a characteristic feature of the 
neoplastic process. And It should be understood that MSI is an indicator of a clonal 
neoplastic process [24].

Cancers arising through MSI pathway are approximately 15% of all CRC and 
tend to be hypermutated, therefore, are also termed the mutator phenotype [17]. 
However, prognosis is better than cancers arising through CIN pathway.

2.3 CpG island methylator phenotype (CIMP)

Another common pathway in CRC is epigenetic instability. Epigenetic 
alterations such as hypermethylation of DNA promoter regions can silence gene 
transcription and contributes to diseases like cancer. Methylation of cytosine 
is normally an essential process and controls multiple processes [25]. There are 
cytosine-guanine (CpG) dinucleotide enriched areas in promoter regions. These 
CpG enriched regions of genes are called CpG islands and normally maintained 
in an unmethylated state. Several tumor suppressor genes contain CpG repetitive 
sequences in the promoter region. Aberrant methylation of these CpG islands 
silences gene transcription and contributes to cancer process [25, 26]. This phenom-
enon is called CpG island methylator phenotype (CIMP). Especially methylation 
of the MMR gene, hMLH1 causes approximately 80% of MSI CRCs [27]. Almost all 
MSI-high (MSI–H), CIMP+ cancers without K-ras mutations have BRAF mutations. 
However, Lynch-related CRCs only have K-ras mutations [28, 29].

3. Hereditary colorectal cancers

3.1 Hereditary non-polyposis colorectal cancer (HNPCC)

HNPCC is the most common hereditary colorectal cancer. HNPCC is also 
termed Lynch syndrome. In Lynch syndrome, CRC and endometrial cancer 
risk are significantly increased as well as several other malignancies. It accounts 
for 3% of all colorectal cancers [30]. Lynch is an autosomal dominant disease. 
Mutations in DNA repair genes (mismatch repair-MMR) are detected in affected 
individuals. In Lynch syndrome there is a germline mutation. Since this mutation 
is only in one allele, a second hit is necessary (mutation, loss of heterozygosity, 
or epigenetic silencing). Colorectal cancer develops in 80% of patients around 
40 years of age. The most frequently mutated MMR genes in HNPCC were MLH 1 
(37%), MSH 2 (41%), MSH 6, and PMS 2. CRCs developed in Lynch syndrome are 
MSI-H tumors [30].

In patients with Lynch syndrome, the risk of synchronous and metachronous 
tumors is increased, and approximately 7% of patients have a second tumor at the 
time of diagnosis [31]. Metachronous tumors develop within 10 years in 16% of 
individuals who had previously undergone colon resection due to Lynch syndrome 
and within 30 years this rate reaches to 62% [32].

Lynch-associated CRCs also evolve from adenomas like most CRCs. However the 
adenomas are more often proximally located, and more likely to be larger and flat-
ter. And as compared with sporadic adenomas, high-grade dysplasia and/or villous 
histology are more often detected. It is also known that the adenoma-carcinoma 
sequence progresses more rapidly in Lynch syndrome. Fortunately, the overall 
10-year survival from CRC is 91% [33].

Tumors in HNPCC are more often found in the proximal colon than sporadic 
cancers. Unlike sporadic cancers, tumor in Lynch is poor differentiated and there is 
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peritumoral lymphocytic infiltration, and Crohn’s-like reaction [34]. However, the 
prognosis is still better than sporadic colorectal cancer. The following three theories 
stand out for this reason: earlier diagnosis in HNPCC tumors, the genomic insta-
bility in HNPCC tumors leads to the continual increase of mutations and the loss 
of critical functions and metastatic ability of the tumor cell due to this mutation 
burden, and Crohn’s-like lymphocytic infiltration around the tumor enhances host 
immunity by expressing IL-4, TNF-a [33, 34].

Two different forms of HNPCC have been described. Lynch Syndrome I is 
characterized with proximal colon tumor, young age, no extracolonic involve-
ment. Generally same colonic segment is involved in other relatives. In Lynch 
Syndrome II, in addition to Lynch I, stomach, small intestine, pancreas, ovary, 
endometrium and urinary tract cancers may develop. The most important tool in 
diagnosing Lynch syndrome is family history of CRC or other cancers related with 
Lynch. Several family history-based criteria (Revised Bethesda Guidelines and 
Amsterdam II Criteria) have been used to determine the people at risk for HNPCC 
(Table 1) [34].

MSI is a characteristic of tumors in HNPCC and caused by a loss of DNA 
MMR. An MSI screening test is required for patients with a positive Bethesda cri-
teria. Polymerase chain reaction is used to test for MSI by copying a panel of DNA 
sequences that contains nucleotide repeats [33–35]. Family members who meet the 
Amsterdam II criteria or revised Bethesda guidelines, or those with a diagnosis of 
endometrium cancer prior to the age of 50 years, or individuals with a MMR gene 
mutation in the first degree relatives are at risk for Lynch syndrome.

In Lynch syndrome, synchronous or metachronous cancer and polyp devel-
opment are common. It is important to be cautious in this regard. Colonoscopy 
should be done every one or two years starting from the age of 20–25 [36, 37]. 
Gynecological examination and endometrial aspiration biopsy for endometrium 
cancer, and transvaginal ultrasonography for ovarian cancer should be done once a 

Amsterdam II Criteria and Revised Bethesda Guidelines

Amsterdam II Criteria [35]

All criteria must be met:

• Three or more individuals with colorectal cancers or HNPCC-related cancers, and one of them being 

a first-degree relative of the other two,

• Two or more successive generations are affected,

• At least one relative has colorectal or HNPCC-related cancer diagnosed before the age of 50 years.

Revised Bethesda Guidelines [34]

One or more of the following criteria must be met:

• Colorectal cancer diagnosed before the age of 50 years,

• Synchronous or metachronous colorectal cancer or other HNPCC-related tumors*, regardless of age,

• Colorectal cancer with MSI-high histology** diagnosed before the age of 60 years

• Colorectal cancer diagnosed in one or more first degree relatives with HNPCC-related tumor, and one 

of them being diagnosed before the age of 50 years,

• Colorectal cancer in 2 or more first- or second-degree relatives with HNPCC-associated tumors, 

regardless of age.

HNPCC: hereditary nonpolyposis colorectal cancer; MSI: microsatellite instability. 
*HNPCC-related tumors include colorectal, endometrial, stomach, ovarian, pancreas, ureter and renal pelvis, 
biliary tract, and brain (usually glioblastoma as seen in Turcot syndrome) tumors, sebaceous gland adenomas and 
keratoacanthomas in Muir-Torre syndrome, and carcinoma of the small bowel.
**Presence of tumor-infiltrating lymphocytes, Crohn’s-like lymphocytic reaction, mucinous/signet-ring cell 
differentiation, or medullary growth pattern.

Table 1. 
Amsterdam II Criteria and Revised Bethesda Guidelines.
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year starting from the age of 30–35, or 3–5 years prior to the age of a relative diag-
nosed with HNPCC [37]. Upper gastrointestinal endoscopy should be done once 
every 2 years starting from the age of 30–35, with gastric biopsy and treatment for 
Helicobacter pylori infection when found on biopsy. Renal ultrasound, urine analysis 
and cytology should be done every year starting from the age of 30–35 [36, 37].

3.1.1 Treatment

Prophylactic colectomy is not considered in patients without CRC. Tumor is 
usually located in the proximal colon. Total abdominal colectomy—ileorectal anas-
tomosis is recommended in patients with Lynch syndrome. Considering the quality 
of life in elderly patients, or in patients who are not eligible for total colectomy a 
segmental colectomy may be recommended according to the location of the tumor 
[36]. However patients who undergo segmental colectomy are at increased risk for 
subsequent CRC as compared to patients with total abdominal colectomy—ileorec-
tal anastomosis [38, 39]. Prophylactic hysterectomy and oophorectomy should be 
recommended at the time of colorectal surgery. However, it may be recommended 
for women who aged 35 years or older after family planning [39].

3.2 Familial adenomatous polyposis (FAP)

It accounts for 1% of all colorectal cancers and is an autosomal dominant disease. 
FAP is characterized by the presence of hundreds of adenomas in the colon (Figure 3). 
It is a broad spectrum disease with extraintestinal manifestations. It usually occurs after 
puberty and is diagnosed at a mean age of 29 years. Colorectal cancer develops at an 
average age of 39 years. Colorectal cancer is unavoidable in patients who do not undergo 
surgery. FAP is 80% familial, and 20% sporadic [40].

Mutation in the APC (adenomatous polyposis coli) gene, which is located at the 
q21 locus of chromosome 5, is responsible for FAP (5q deletion) [40, 41]. Mutations 
in codons close to the 3‘and 5’ ends of the APC gene lead to attenuated FAP (AFAP), 
while mutations in the middle, between codons 169 to 1393, result in FAP. Generally, 
there is less than 100 polyps in AFAP. Unlike FAP, life-long risk for CRC develop-
ment in AFAP is approximately 70%, and polyps and CRCs develop later in life than 
FAP. In AFAP, tumors mostly do not develop in the rectum and are characterized by 
a more proximal distribution in the colon. If germline mutation is absent in these 
patients, MMR gene mutation should be considered for HNPCC elimination [41]. In 

Figure 3. 
Colonoscopic familial adenomatous polyposis (FAP).
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FAP, one inherited mutant allele is not enough to cause carcinoma. Carcinoma devel-
ops when the second allele of APC and other necessary gene mutations occur [42].

Extraintestinal manifestations of FAP include gastric, duodenal, and peri-
ampullary polyps, and less common manifestations such as epidermoid cysts, 
desmoid tumors, osteomas, and brain tumors. Gastric and duodenal polyps occur 
in about half of affected individuals. Most of the gastric polyps are hyperplasia 
of the fundus glands, rather than adenomatous polyps and their malignancy 
potential is limited [43]. However duodenal polyps are adenomatous. They are 
present in approximately 90% of FAP patients and should be considered prema-
lignant [44, 45]. Periampullary tumor risk is higher in FAP patients. In patients 
who undergo total colectomy, the most important cause of cancer-related death 
is duodenal adenocancer. Adenomatous polyps and cancer are rarely found in the 
jejunum and ileum of FAP patients. Other rare extraintestinal malignancies in FAP 
patients are extrahepatic bile duct, gallbladder, pancreas, adrenal, thyroid, and 
liver cancers [45].

The likelihood of a desmoid tumor is increased especially in mutations in the 3‘ 
end of the APC gene [46]. Most of the desmoid tumors occur within the first 5 years 
in patients who have undergone abdominal surgery, presumably as an inflammatory 
response [47, 48]. In addition to abdominal surgery and APC mutation, pregnancy, 
female sex, and family history are other risk factors for desmoid tumors [49, 50]. 
Although desmoid tumors are slow growing, non-metastatic mesenchymal tumors, 
they may cause complications such as pain, bowel, and ureter obstruction by 
compressing and encasing adjacent structures [50].

An interesting marker for FAP is congenital hypertrophy of the retinal pigment 
epithelium (CHRPE), which can be determined by ophthalmoscopy in about 75% 
of patients [51]. Fundus examination with ophthalmoscopy reveals oval, pigmented 
lesions with regular borders in the retina. Lesions may be bilateral and multiple. 
CHRPE can be used as a clinical diagnostic tool in the screening of FAP and Gardner 
syndrome [51].

FAP has two subtypes with their own extracolonic manifestations. Gardner’s 
syndrome is a variant of FAP and characterized by desmoid tumors, colonic pol-
yps, osteoma, soft tissue sarcomas, and CHRPE [52]. Also, although very rare, an 
adenomatous polyposis coli may be associated with malignant tumors of the central 
nervous system (especially medulloblastoma and/or glioma), known as Turcot 
syndrome [53]. Turcot is the true variant form of FAP and has a familial character. 
Colonoscopy and brain scanning tests should also be performed on family mem-
bers. APC mutations are also responsible for both syndromes.

Screening for FAP should be performed in individuals with an APC mutation 
and in individuals who are first-degree relatives of those with FAP, or who have 
>10 cumulative colorectal adenomas, or colorectal adenomas in combination with 
extracolonic features such as duodenal adenomas, desmoid tumors, osteomas, etc. 
[53, 54].

Screening for CRC should begin during puberty and flexible sigmoidoscopy, or 
genetic testing for APC mutations should be performed every 6 months or year. When 
positive genotype is detected by genetic screening, or adenomatous polyps are detected 
by sigmoidoscopy, full colonoscopy should be performed to evaluate the spread of 
the disease. Several polyps should also be sampled to confirm histology. First-degree 
relatives of FAP patients, who do not have a genetic diagnosis, may be removed from 
aggressive follow-up and included in standard general population screening programs 
if there is no polyp detected until 40 years of age on screening [54]. Screening of the 
upper gastrointestinal tract should be performed at the time of diagnosis, or before 
25 years of age. In later periods, it should be done while the colon is being evaluated. 
Thyroid cancer is rarely seen in patients with FAP. Studies have shown that thyroid 
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cancer reaches up to 2.6% and thyroid nodules up to 51.7%. Therefore, it is recom-
mended to screen thyroid gland by ultrasonography once a year [55, 56].

3.2.1 Genetic testing

Identification of the APC mutation and its type in a patient diagnosed with FAP 
facilitates screening of other family members as well as recognition of possible phe-
notypic lesions that may result from different APC mutations. Commonly accepted 
indications for genetic testing include FAP cases, FAP in first degree relatives, APC 
mutation in first degree relatives, at least 10 cumulative colorectal adenomas, extra-
colonic involvement of FAP and multiple adenomas with colorectal cancer family 
history but without a FAP trait in the family [36].

3.2.2 Treatment

3.2.2.1 Medical treatment and chemoprevention

In cases with FAP non-steroid anti-inflammatory drugs (NSAIDs) are thought to 
achieve regression in number and size of polyps [57, 58]. The most commonly used 
agents for this purpose are sulindac and celecoxib. The role of chemopreventive 
agents in FAP patients is controversial, because the effects of these agents on cancer 
prevention are unclear.

3.2.2.2 Surgical treatment

Prophylactic colectomy should be performed in all cases with FAP. The timing of 
surgery is planned according to the number of polyps, number of adenomas, pres-
ence of dysplasia, size of polyps, symptoms and characteristics of the patient. In 
cases with mild to moderate polyposis and no other risk factors (low risk of cancer), 
surgery can be done at mid-puberty. However patients should continue to undergo 
annual CRC surveillance with colonoscopy while awaiting colectomy. Surgery 
should be performed in patients with severe polyposis, dysplasia, and polyp greater 
than 5 mm and in symptomatic cases without any time loss after diagnosis [58].

Surgical treatment options include subtotal colectomy with ileorectal anastomo-
sis (IRA), total proctocolectomy with ileal pouch-anal anastomosis (IPAA), or total 
proctocolectomy and permanent ileostomy. Total proctocolectomy and permanent 
ileostomy is preferred in cases of rectal tumor that involved the sphincter complex, 
and in cases which IPAA is not technically feasible. Functional outcomes (qual-
ity of life) and the risk of developing rectal cancer, which is the result of leaving 
the rectum in place, are important in the selection of anorectal anastomosis or 
IPAA. Patients with a few rectal polyps which can be controlled endoscopically are 
ideal for IRA. Chemoprevention is recommended for these patients in the post-
operative period. Since colon cancer mostly develops in proximal colon in AFAP 
patients, total abdominal colectomy and IRA is ideal for this group [58–60].

Risks of developing rectal cancer in the 10th and 25th years in patients undergo-
ing IRA are 4–8% and 26–30% respectively [59, 60]. It is known that adenoma or 
cancer may develop in patients with IPAA, even in those with end ileostomy [61]. 
Therefore, the remaining rectum or pouch should be examined endoscopically at 
6 months or 1 year intervals after whichever method is preferred (IPAA, IRA). IRA 
should be avoided in cases with family history of desmoid tumor, and IPAA should 
be preferred. Because in the case of a cancer or polyposis that may develop later 
in the rectum, revision of IRA to IPAA would be technically very difficult due to 
mesenteric desmoids that may develop [54].
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3.3 MutYH-associated polyposis (MAP)

The number of polyps may range from 0 to 1000, but it is known that MAP 
usually contains less adenomatous polyps than FAP. MAP is an autosomal recessive 
disease. There is a biallelic mutation of the MutYH (MYH) gene on chromosome 
1 [62]. MAP usually occurs in fifth or sixth decade with a polyp number of 10–100 
[62, 63]. There are insufficient data on extraintestinal manifestations. However, 
gastric and duodenal polyps may be found in individuals with MAP. Unlike FAP, 
there is no association with desmoids, osteomas, and CHRPE in MAP [63].

MAP should be suspected in individuals with 10 or more cumulative adenomas 
as in other adenomatous polyposis syndromes. Germline MYH testing is recom-
mended to those who have a family history of colorectal cancer or polyposis in 
recessive pattern, or who have a clinical FAP or AFAP phenotype but a negative APC 
mutation test result. In patients with biallelic MUTYH mutations, the cumulative 
lifetime risk of developing colorectal cancer is 75% in men and 72% in women by 
age 70 [64]. Most of the patients with MAP are diagnosed when they have cancer, 
but it is recommended to perform a colonoscopy every one to two years to individu-
als with known biallelic mutations, starting at 25–30 years of age [36].

CRC, adenomatous polyp with high-grade dysplasia that cannot be removed 
endoscopically, and a great number of polyps that cannot be controlled endoscopi-
cally are indications for surgery. It is recommended to remove the newly developed 
polyps by performing at least annual colonoscopy in patients not eligible for 
surgery. Surgical options include subtotal colectomy with IRA, total abdominal 
colectomy, or proctocolectomy with IPAA [63, 64].

4. Clinical findings of colon cancer

Patients frequently present with changes in bowel habits, rectal bleeding, anemia, 
and abdominal pain accompanying these findings. Patients may also suffer from 
weight loss, fatigue, nausea, vomiting, obstruction and perforation [65–69]. Clinical 
findings vary according to the tumor location. Abdominal pain, which can be seen 
in all localizations, is the most common clinical manifestation. The most common 
symptoms in right colon tumors are blunt, permanent lower quadrant pain and ane-
mia of iron deficiency due to occult hemorrhage, fatigue, and anorexia and weight 
loss. Sometimes, a mass can be palpated in the lower right quadrant [24, 68, 69].

In the left colon, the diameter is smaller (especially sigmoid colon) and the 
content is solid. In addition, left colon cancers are scirrhous and annular. Therefore, 
obstructive symptoms are common. Obstruction may lead to perforation and 
peritonitis. According to Laplace’s law, the most likely location of perforation as 
a result of obstruction of the sigmoid colon is the cecum of which the diameter is 
largest. A change in bowel habits and a progressive decrease in stool diameter may 
be the first symptoms. While rectal bleeding may be a finding as occult blood in 
feces on the right side, it may occur as hematochezia on the left side. In the presence 
of iron deficiency anemia in an adult male or postmenopausal woman, the diagnosis 
of colon cancer should be absolutely ruled out [67–70].

Patients may also present with metastatic disease. At the time of presentation, 
metastatic disease is detected in approximately 20 percent of patients in the United 
States [70]. Advanced, or often metastatic disease should be suspected in case of the 
presence of abdominal distention, ascites, early satiety, right upper quadrant pain, 
periumbilical nodules, or supraclavicular lymphadenopathy.

Colon cancer can spread in 4 different ways; directly through the neighbor-
hood, lymphatic route, hematogen route, and through the peritoneal cavity by 
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gravity (seeding) (Figure 4). It should be remembered that tumor may also 
spread by implantation due to manipulation at the time of surgery. The most 
common metastasis is in the regional lymph nodes. The most important fac-
tor determining lymph node involvement is the T category. While lymph node 
metastasis is 5–20% in T1–T2 tumors, in T3–T4 tumors lymph node involvement 
increases to more than 50%. Tumor differentiation, presence of lymphovascular 
invasion and tumor size are other factors. Hematogenous spread occurs with 
portal system and the most common site for metastasis is the liver. The other 
common sites for metastasis after liver is the lung and bones. Seeding is caused 
by the placement of free tumor cells in the omentum, periton (peritoneal carci-
nomatosis), rectovesical pouch (Blumer’s shelf tumors), and ovary (Krukenberg 
tumors) [70, 71].

5. Diagnosis and preoperative evaluation in colon cancer

Colon cancer may be suspected from vague but suspicious symptoms and signs, 
or sometimes, especially asymptomatic CRC, may only be revealed by routine 
screening. Anamnesis, physical and rectal examination are valuable in diagnosis. 
If there is a suspicion of CRC in the patient after anamnesis and physical examina-
tion, the first diagnostic test should be colonoscopy or flexible sigmoidoscopy. In 
addition, barium enema and computed tomography colonography (CTC) may be 
performed, if necessary.

The most accurate and preferred diagnostic test for colon cancer is colonoscopy 
since it can be used for detecting and sampling of lesions along the large bowel, 
examination of lesions by direct observation, treatment in appropriate patients, 
and detection of synchronous tumors. Synchronous CRCs occur in 4–5% of patients 
[71, 72]. In some individuals, a minority of neoplastic lesions are nonpolypoid and 
flat, and may be more challenging to detect by colonoscopy. However colonoscopy 
is still more sensitive in this situation than barium enema or CTC [72].

Flexible rectosigmoidoscopy can be used for diagnostic purposes as well. It is 
mostly recommended for screening of CRC every 5 years, starting at the age of 50 
with annual fecal occult blood test. In recent years there is an increase in right-sided 
or proximal colon cancers. Because of this and the likelihood of synchronous CRCs, 
it should be considered that flexible sigmoidoscopy may be an inadequate test for 
diagnosis of a patient suspected of having a CRC [72, 73].

Figure 4. 
Colon cancer dissemination.
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Computerized tomography is the most frequently used test for staging pur-
poses. Positron emission tomography has no place in routine staging and screen-
ing. However, in suspicious cases, tumor and fibrous tissue are well separated. 
Abdominal ultrasonography has no place in the diagnosis of colon cancer [71].

Routine laboratory tests including complete blood count, liver function tests, 
etc. have no role in diagnosis. However In the presence of iron deficiency anemia 
in an adult male or postmenopausal woman, colon cancer should be ruled out. 
Although liver function tests has no role in diagnosis of liver metastasis, the 
increase in liver enzymes in patients with colon cancer should be taken into consid-
eration to scan for metastasis [71, 72].

It is known that some tumor markers, especially CEA (carcinoembryonic anti-
gen), are associated with CRC. Nevertheless, tumor markers such as CEA and CA 
19-9 appears to have a low diagnostic yield to diagnose primary CRC, since these 
markers have low sensitivity for early-stage disease and may also increase in some 
benign diseases. However, both markers have prognostic significance. High CEA 
suggests the presence of metastasis. In addition, after appropriate treatment increase 
in CEA level in follow-up should be assessed in favor of recurrence or metastasis [73].

6. Staging

The local features (size, invasion, lymph node involvement) of the tumor are 
important in determining the resection margin. Therefore, preoperative clinical 
staging should be done properly. Physical examination and radiological tests are 
used for accurate clinical staging. It should not be forgotten that the accuracy of 
radiological detection of the stage is 85–90%, even in the best hands. Definitive 
staging can only be performed by pathological examination [74].

Pathologic staging in colorectal cancers is based on tumor depth, lymph node 
involvement, and the metastatic status. Dukes and Astler-Coller classifications 
are no longer used, instead the TNM staging system is preferred [74]. The most 
recent (8th edition) revision of the TNM staging classification contains few changes 
compared with the earlier edition (7th edition). T categories have been revised. 
Tis in the AJCC 8th edition refers only to intramucosal carcinoma, a lesion with 
involvement of lamina propria with no extension through muscularis mucosae. T4 
is defined as tumor exceeds the visceral peritoneum either by continuous invasion 
or perforation of the tumor. N categories have not changed. Lastly, the M category 
has been expanded, with the addition of M1c for peritoneal metastases. Therefore, a 
new stage, IVc, have been added in stage grouping.

Stage of the disease is the most important prognostic parameter that determines 
the type of surgery and postoperative treatment options in colorectal cancers. 
Because of the different lymphatic drainage on the intestinal wall, colorectal cancer 
gains potential to make metastasis only when there is submucosal invasion. For 
this reason, colorectal carcinoma is diagnosed only in the presence of submucosal 
invasion [74].

Dukes staging:
Dukes A: Tumor is limited in the bowel wall.
Dukes B: Invasion through the bowel wall but no lymph node involvement.
Dukes C: Lymph node involvement.
Dukes D: Distant metastasis.
Modified Astler-Coller staging:
A: Tumor is limited to mucosa.
B1: Muscularis propria is invaded but not exceeded.
B2: Invades through muscularis propria (subserosal dissemination).
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B3: Lesion involves adjacent organs.
C1: B1 + lymph node involvement.
C2: B2 + lymph node involvement.
C3: B3 + lymph node involvement.
D: Distant metastasis.

7. Treatment

Colon cancers mostly develop from polyps. Although curative treatment of 
localized colon cancer is surgery, endoscopic polypectomy is enough when carci-
noma in situ or severe dysplasia presents on the polyp surface. However, surgery 
should be considered for the treatment of colon cancer especially in patients a 
polyp that cannot be removed endoscopically, and if there is continuity in resection 
margin after polypectomy [75].

In the last decade, there have been major changes in colorectal cancer manage-
ment. Total mesorectal excision and neoadjuvant chemoradiotherapy in rectum 
cancers resulted in significant reductions in morbidity, mortality, and recurrence 
rates. Recently, complete mesocolic excision (CME) and central vascular ligation 
(CVL) (open or laparoscopic) has been described in colon cancer treatment to 
achieve similar oncological results. In 2007, Hohenberger published the first article 
on CME with CVL for colon cancer and which was later published in English [75, 76]. 
The aim of CME with CVL method is to create an intact protective mesocolic fascia 
and avoid tumor spread within peritoneal cavity by dissection of the visceral fascia 
from the parietal (retroperitoneal) plane (Figure 5). The origin of colonic vessels is 
well exposed and ligated centrally at their origin using this technique. The specimens 
are characterized by a greater distance from the tumor to the high vascular tie, 
higher distance from the closest bowel wall to the high vascular tie, longer length of 
the colon and larger area of mesentery. Thus, maximum lymphatic tissue harvest is 
achieved [76, 77]. Increase in the patients who have a high number of lymph nodes, 
decrease in perioperative morbidity, reduction in local recurrence, and advancement 
in colon cancer-specific survival rate have been shown in recent studies regard-
ing CME [76, 78–80]. This technique is a matter of controversy in colon surgery. 
Because longer operating times, autonomic nerve injury, and major vascular damage 
are disadvantages of routine implementation of CME. Although the technique has 
improved oncologic data, routine implementation of CME may decrease health-
related quality of life (QoL) [76, 80].

Figure 5. 
Complete mesocolic excision and central vascular ligation for the treatment of extended right hemicolectomy 
specimen.
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Figure 6. 
Resection margins in cecum and ascending colon tumors.

Surgical resection of the tumor is the main curative treatment option. The colon 
segment where the tumor is located, the mesentery that contains the lymphatic drain-
age, and, if there is invasion, adjacent organs should be removed in one piece without 
deteriorating tumor integrity. If the tumor cannot be removed surgically, palliative 
surgical procedures such as limited resections, proximal diversion ostomies (colos-
tomy, ileostomy), or bypass surgeries may be applied to relieve symptoms or prevent 
possible complications [79]. Right hemicolectomy (extended or not), transverse 
colectomy, left hemicolectomy (extended or not) sigmoid colectomy, and subtotal 
or total colectomy are preferred for surgical treatments of colon tumors according 
to involved bowel segment. Surgical intervention may be performed conventional 
(open) or laparoscopic, provided that it conforms to oncologic principles [80].

7.1 Cecum and ascending colon tumors

Right hemicolectomy is performed as a standard surgical treatment option in 
the right-sided colon tumors. In this operation, right branch of the middle colic, 
ileocolic, and right colic vessels are ligated as high as possible. The ascending colon, 
the hepatic flexure, the first third of the transverse colon, and distal part of the 
terminal ileum is resected (Figure 6). Then, ileocolonic anastomosis is performed 
between ileum and transverse segment of the colon.

7.2 Hepatic flexure tumors

To remove the entire lymphatic network, CVL of the middle colic, right colic, 
and ileocolic vessels is performed. This operation is called extended right hemi-
colectomy (Figure 7). When compared to the left hemicolectomy, the amount of 
transverse colon that is resected increases and only distal 1/3 of the transverse colon 
is left. An anastomosis should be avoided in areas of unreliable blood supply such 
as splenic flexure. In this case resection margins should be expanded and splenic 
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flexure should be removed as well. Finally, anastomosis is created between the 
ileum and the proximal end of the remaining colon.

7.3 Transverse colon tumors

The choice of surgery type in transverse colon tumors may be a matter of debate. 
The arterial supply of the transverse colon is provided by right colic and left colic 
and middle colic arteries. Ischemia usually does not occur in the anastomosis at 
the hepatic flexure due to branches from ileocolic and right colic arteries, even if 
middle colic artery is centrally ligated. However when middle colic artery is ligated, 
arterial supply of splenic flexure is only provided by left colic artery and there is 
an ischemia risk in the anastomosis at the splenic flexure. Therefore, transverse 
colectomy could be performed by CVL of the middle colic and left colic vessels for 
mid-transverse colon tumors. In this procedure, distal ascending, hepatic flexure, 
transverse, splenic flexure, and proximal descending colon are resected (Figure 8). 
Moreover, it is recommended surgical resection of the ascending colon and cecum 
to perform ileosigmoidal anastomosis because it is technically difficult to create an 
anastomosis between ascending and sigmoid colon. Consequently, it is necessary to 
consider both the arterial circulation and the lymphatic drainage in the selection of 
the operation type in transverse colon tumors.

7.4 Splenic flexure tumors

Extended left hemicolectomy is recommended for splenic flexure tumors, as 
lymphatics may drain to the lymph nodes along the inferior mesenteric artery 
(IMA) and middle colic artery. The central ligation of the middle colic artery and 
IMA requires to remove all entire bowel from the proximal transverse colon to the 
proximal rectum. At the end of the surgical procedure, an anastomosis is performed 
between proximal transverse colon and proximal segment of the rectum (Figure 9).

Figure 7. 
Resection margins in hepatic flexure tumors.
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7.5 Descending colon tumors

Left hemicolectomy is recommended in patients with ascending colon tumor. 
IMA is centrally ligated without preserving the left colic artery. Splenic flexure, 
descending and sigmoid colons are removed. Then, anastomosis is established 
between transverse colon and proximal rectum (Figure 10).

Figure 9. 
Resection margins in splenic flexure tumors.

Figure 8. 
Resection margins in transverse colon tumors.



17

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

7.6 Sigmoid colon tumors

The appropriate operation for these tumors is sigmoid colon resection. IMA is 
centrally ligated while left colic artery is preserved. Sigmoid colon is then removed 
and colorectal anastomosis is created (Figure 11).

Figure 10. 
Resection margins in descending colon tumors.

Figure 11. 
Resection margins in sigmoid colon tumors.
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8. Prognosis

Pathologic stage at presentation is the strongest prognostic factor. In patients 
with stage 1 colon tumor, the 5-year survival rate is approximately 90% while it 
drops to 15% in stage 4 patients [2]. Despite a curative surgery and modern adjuvant 
treatments, recurrence develops in approximately 40% of stage 2 and 3 patients 
[81]. Almost all recurrences develop within the first 5 years, and most of them are 
seen within the first 3 years [82].

Besides pathologic staging, the most important prognostic factors for CRC are 
histologic grade of differentiation, extramural tumor deposits, lymphovascular and 
perineural invasion, the preoperative carcinoembryonic antigen (CEA) level, MSI, 
and RAS and BRAF mutations. The local extent of disease independently influences 
survival [83, 84]. However tumor size has no significant impact on prognosis [84, 
85]. One of the adverse prognostic factors is residual tumor after resection [86, 
87]. There are three types of R designation for residual tumors in non-metastatic 
patients: R0 resection, complete resection of the tumor with histologically negative 
margins, R1 resection, incomplete tumor resection with positive microscopic margin 
involvement, R2 resection, and incomplete resection with macroscopic margin 
involvement [74].

Regional lymph node metastasis is the other important determinant of prognosis 
after distant metastasis. Lymph node involvement is alone an indication for post-
operative adjuvant therapy to reduce the metastasis risk. Although the number of 
positive lymph nodes involved is a crucial predictor of outcome [74, 88], relation-
ship between total number of the lymph nodes and the prognosis is not well under-
stood. However, increased number of total lymph nodes in the surgical specimen 
may be an indicator for the quality of the surgical procedure [88].

Tumor deposits are separate nodules of tumor within the pericolic fat or mesen-
tery. In the TNM staging they are staged as N1c which means there are no regional 
lymph nodes involved but the subserosa, mesentery, or nonperitonealized pericolic 
tissues contains tumor deposits(74). These deposits are strong adverse prognostic 
determinants, and there is a relation between extramural extranodal tumor deposits 
and extramural venous invasion [89, 90]. Lymphovascular involvement which is 
tumor invasion into veins, especially extramural veins, or lymphatics is thought to 
be an adverse prognostic factor [91–93]. Perineural invasion is also associated with 
an elevated risk of recurrence and poor prognosis [94, 95].

Several studies have provided evidence that preoperative high CEA levels have 
adverse impact on prognosis for colon cancer. It has been determined that higher 
CEA levels increase overall mortality and even prognosis is similar or worse in 
patients with higher CEA levels but lower stages when compared to patients with 
higher stages but lower CEA levels according to AJCC TNM staging [96, 97].

Metastatic disease is another significant clinical problem in patients with CRCs. 
The liver, lungs, lymph nodes, and peritoneum are the most frequently involved 
organs. Major developments in chemotherapy have increased survival rates in 
a serious manner, but 5-year survival rates are below 20% without resection or 
ablation of metastasis. Five-year survival rates are 36–58% in patients undergoing 
partial hepatectomy for hepatic metastases [98–102]. Lung involvement is less 
common than liver metastasis, but in carefully selected patients metastasectomy is a 
favorable option for treatment [102].

Conflict of interest

The authors declare that there are no conflicts of interest.



19

© 2019 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms 
of the Creative Commons Attribution License (http://creativecommons.org/licenses/
by/3.0), which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited. 

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

Author details

Mehmet Ali Koc1, Suleyman Utku Celik2 and Cihangir Akyol1*

1 Department of General Surgery, Ankara University School of Medicine,  
Ankara, Turkey

2 Clinic of General Surgery, Gulhane Training and Research Hospital,  
Ankara, Turkey

*Address all correspondence to: cihangirakyol@gmail.com



20

Current Trends in Cancer Management

References

[1] Torre LA, Bray F, Siegel RL, et al. 
Global cancer statistics, 2012. CA: 
A Cancer Journal for Clinicians. 
2015;65(2):87-108

[2] Howlader N, Noone AM, Krapcho 
M, et al. SEER Cancer Statistics Review 
(CSR) 1975-2014. https://seer.cancer.
gov/archive/csr/1975_2014/

[3] Gordon PH. Malignant neoplasms of 
the colon. In: Gordon PH, Nivatvongs 
S, editors. Principles and Practice of 
Surgery for the Colon; Rectum; and 
Anus. 3rd ed. New York: Informa 
Healthcare USA Inc.; 2007. pp. 489-643

[4] Ryan-Harshman M, Aldoori W. Diet 
and colorectal cancer: Review of the 
evidence. Canadian Family Physician. 
2007;53(11):1913-1920

[5] Akin H, Tözün N. Diet, microbiota, 
and colorectal cancer. Journal of Clinical 
Gastroenterology. 2014;48(Suppl 1): 
S67-S69

[6] Itzkowitz SH, Rochester J. Colonic 
polyps and polyposis syndromes. In: 
Feldman M, Fiedman LS, Brandt LJ, 
editors. Gastrointestinal and Liver 
Disease. 8th ed. Philadelphia: Saunders 
Elsevier; 2006. pp. 2713-2757

[7] Calle EE, Rodriguez C, Walker-
Thurmond K, et al. Overweight, 
obesity, and mortality from cancer in 
a prospectively studied cohort of U.S. 
adults. The New England Journal of 
Medicine. 2003;348(17):1625-1638

[8] Kim ER, Chang DK. Colorectal 
cancer in inflammatory bowel 
disease: The risk, pathogenesis, 
prevention and diagnosis. World 
Journal of Gastroenterology. 
2014;20(29):9872-9881

[9] Eaden JA. The risk of colorectal 
cancer in ulcerative colitis: A meta-
analysis. Gut. 2001;48(4):526-535

[10] Shergill AK, Farraye FA. Toward a 
consensus on endoscopic surveillance 
of patients with colonic inflammatory 
bowel disease. Gastrointestinal 
Endoscopy Clinics of North America. 
2014;24(3):469-481

[11] Zauber AG, Winawer SJ, O'Brien 
MJ, et al. Colonoscopic polypectomy 
and long-term prevention of colorectal-
cancer deaths. The New England Journal 
of Medicine. 2012;366(8):687-696

[12] Grady WM, Markowitz SD. The 
molecular pathogenesis of colorectal 
cancer and its potential application 
to colorectal cancer screening. 
Digestive Diseases and Sciences. 
2015;60(3):762-772

[13] Grady WM, Carethers JM. Genomic 
and epigenetic instability in colorectal 
cancer pathogenesis. Gastroenterology. 
2008;135(4):1079-1099

[14] Vogelstein B, Fearon ER, Hamilton 
SR, et al. Genetic alterations during 
colorectal-tumor development. The 
New England Journal of Medicine. 
1988;319(9):525-532

[15] Fodde R. The APC gene in colorectal 
cancer. European Journal of Cancer. 
2002;38(7):867-871

[16] Powell SM, Zilz N, Beazer-Barclay 
Y, et al. APC mutations occur early 
during colorectal tumorigenesis. Nature. 
359(6392):235-237

[17] Cancer Genome Atlas Network. 
Comprehensive molecular 
characterization of human 
colon and rectal cancer. Nature. 
2012;487(7407):330-337

[18] Hedrick L, Cho KR, Fearon ER, Wu 
TC, Kinzler KW, Vogelstein B. The DCC 
gene product in cellular differentiation 
and colorectal tumorigenesis. Genes & 
Development. 1994;8(10):1174-1183



21

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

[19] Xie W, Rimm DL, Lin Y, Shih 
WJ, Reiss M. Loss of Smad signaling 
in human colorectal cancer is 
associated with advanced disease 
and poor prognosis. Cancer Journal. 
2003;9(4):302-312

[20] Martín M, Simon-Assmann P, 
Kedinger M, Martin M, Mangeat P, 
Real FX, et al. DCC regulates cell 
adhesion in human colon cancer derived 
HT-29 cells and associates with ezrin. 
European Journal of Cell Biology. 
2006;85(8):769-783

[21] Kuerbitz SJ, Plunkett BS, Walsh 
WV, Kastan MB. Wild-type p53 is a 
cell cycle checkpoint determinant 
following irradiation. Proceedings 
of the National Academy of Sciences 
of the United States of America. 
1992;89(16):7491-7495

[22] Fearon ER, Vogelstein B. A genetic 
model for colorectal tumorigenesis. 
Cell. 1990;61(5):759-767

[23] Bahnassy AA, Zekri AR, Salem 
SE, et al. Differential expression 
of p53 family proteins in colorectal 
adenomas and carcinomas: Prognostic 
and predictive values. Histology and 
Histopathology. 2014;29(2):207-216

[24] Söreide K, Janssen EA, Söiland 
H, Körner H, Baak JP. Microsatellite 
instability in colorectal cancer. 
The British Journal of Surgery. 
2006;93(4):395-406

[25] Jones PA, Laird PW. Cancer 
epigenetics comes of age. Nature 
Genetics. 1999;21(2):163-167

[26] Baylin SB, Herman JG. DNA 
hypermethylation in tumorigenesis: 
Epigenetics joins genetics. Trends in 
Genetics. 2000;16(4):168-174

[27] Herman JG, Umar A, Polyak K, et al. 
Incidence and functional consequences 
of hMLH1 promoter hypermethylation 
in colorectal carcinoma. Proceedings 

of the National Academy of Sciences 
of the United States of America. 
1998;95(12):6870-6875

[28] Domingo E, Niessen RC, Oliveira 
C, et al. BRAF-V600E is not involved 
in the colorectal tumorigenesis of 
HNPCC in patients with functional 
MLH1 and MSH2 genes. Oncogene. 
2005;24(24):3995-3998

[29] Rajagopalan H, Bardelli A, Lengauer 
C, et al. Tumorigenesis: RAF/RAS 
oncogenes and mismatch-repair status. 
Nature. 2002;418(6901):934

[30] Moreira L, Balaguer F, Lindor N, 
et al. Identification of Lynch syndrome 
among patients with colorectal cancer. 
JAMA. 2012;308(15):1555-1565

[31] Win AK, Buchanan DD, Rosty C, 
et al. Role of tumour molecular and 
pathology features to estimate colorectal 
cancer risk for first-degree relatives. 
Gut. 2015;64(1):101-110

[32] Parry S, Win AK, Parry B, et al. 
Metachronous colorectal cancer risk for 
mismatch repair gene mutation carriers: 
The advantage of more extensive colon 
surgery. Gut. 2011;60(7):950-957

[33] Møller P, Seppälä T, Bernstein I, 
et al. Incidence of and survival after 
subsequent cancers in carriers of 
pathogenic MMR variants with previous 
cancer: A report from the prospective 
Lynch syndrome database. Gut. 
2017;66(9):1657-1664

[34] Umar A, Boland CR, Terdiman 
JP, et al. Revised Bethesda guidelines 
for hereditary nonpolyposis colorectal 
cancer (Lynch syndrome) and 
microsatellite instability. Journal 
of the National Cancer Institute. 
2004;96(4):261-268

[35] Vasen H, Watson P, Mecklin J, et al. 
New clinical criteria for hereditary 
nonpolyposis colorectal cancer 
(HNPCC, Lynch syndrome) proposed 



Current Trends in Cancer Management

22

by the International Collaborative 
group on HNPCC. Gastroenterology. 
1999;116(6):1453-1456

[36] Syngal S, Brand RE, Church JM, 
et al. ACG clinical guideline: Genetic 
testing and management of hereditary 
gastrointestinal cancer syndromes. The 
American Journal of Gastroenterology. 
2015;110(2):223-262; quiz 263

[37] Giardiello FM, Allen JI, Axilbund 
JE, et al. Guidelines on genetic 
evaluation and management of Lynch 
syndrome: A consensus statement 
by the US multi-society task force on 
colorectal cancer. Gastroenterology. 
2014;147(2):502-526

[38] Win AK, Parry S, Parry B, et al. 
Risk of metachronous colon cancer 
following surgery for rectal cancer 
in mismatch repair gene mutation 
carriers. Annals of Surgical Oncology. 
2013;20(6):1829-1836

[39] Kalady MF, McGannon E, Vogel 
JD, et al. Risk of colorectal adenoma 
and carcinoma after colectomy for 
colorectal cancer in patients meeting 
Amsterdam criteria. Annals of Surgery. 
2010;252(3):507-511

[40] Burt RW, DiSario JA, Cannon-
Albright L. Genetics of colon cancer: 
Impact of inheritance on colon cancer 
risk. Annual Review of Medicine. 
1995;46:371-379

[41] Hernegger GS, Moore HG, Guillem 
JG. Attenuated familial adenomatous 
polyposis: An evolving and poorly 
understood entity. Diseases of the 
Colon and Rectum. 2002;45(1):127-134; 
discussion 134-6

[42] Lamlum H, Papadopoulou A, 
Ilyas M, et al. APC mutations are 
sufficient for the growth of early 
colorectal adenomas. Proceedings of 
the National Academy of Sciences 
of the United States of America. 
2000;97(5):2225-2228

[43] Burt RW. Gastric fundic 
gland polyps. Gastroenterology. 
2003;125(5):1462-1469

[44] Wallace MH, Phillips RK. Upper 
gastrointestinal disease in patients 
with familial adenomatous polyposis. 
The British Journal of Surgery. 
1998;85(6):742-750

[45] Jagelman DG, DeCosse JJ, Bussey 
HJ. Upper gastrointestinal cancer in 
familial adenomatous polyposis. Lancet. 
1988;1(8595):1149-1151

[46] Church J, Xhaja X, Laguardia L, 
et al. Desmoids and genotype in familial 
adenomatous polyposis. Diseases of the 
Colon and Rectum. 2015;58(4):444-448

[47] Soravia C, Berk T, McLeod RS, 
et al. Desmoid disease in patients 
with familial adenomatous polyposis. 
Diseases of the Colon and Rectum. 
2000;43(3):363-369

[48] Clark SK, Neale KF, Landgrebe JC, 
et al. Desmoid tumours complicating 
familial adenomatous polyposis. 
The British Journal of Surgery. 
1999;86(9):1185-1189

[49] Robinson WA, McMillan C, Kendall 
A, et al. Desmoid tumors in pregnant 
and postpartum women. Cancers 
(Basel). 2012;4(1):184-192

[50] Nieuwenhuis MH, Lefevre 
JH, Bülow S, et al. Family history, 
surgery, and APC mutation are 
risk factors for desmoid tumors in 
familial adenomatous polyposis: 
An international cohort study. 
Diseases of the Colon and Rectum. 
2011;54(10):1229-1234

[51] Touriño R, Conde-Freire R, 
Cabezas-Agrícola JM, et al. Value of the 
congenital hypertrophy of the retinal 
pigment epithelium in the diagnosis 
of familial adenomatous polyposis. 
International Ophthalmology. 
2004;25(2):101-112



23

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

[52] Sener SF, Miller HH, Decosse 
JJ. The spectrum of polyposis. 
Surgery, Gynecology & Obstetrics. 
1984;159(6):525-532

[53] Itoh H, Hirata K, Ohsato K. Turcot’s 
syndrome and familial adenomatous 
polyposis associated with brain 
tumor: Review of related literature. 
International Journal of Colorectal 
Disease. 1993;8(2):87-94

[54] Vasen HFA, Moslein G, 
Alonso A, et al. Guidelines for the 
clinical management of familial 
adenomatous polyposis (FAP). Gut. 
2008;57(5):704-713

[55] Jarrar AM, Milas M, Mitchell J, et al. 
Screening for thyroid cancer in patients 
with familial adenomatous polyposis. 
Annals of Surgery. 2011;253(3):515-521

[56] Feng X, Milas M, O’Malley 
M, et al. Characteristics of benign 
and malignant thyroid disease in 
familial adenomatous polyposis 
patients and recommendations 
for disease surveillance. Thyroid. 
2015;25(3):325-332

[57] Cruz-Correa M, Hylind LM, 
Romans KE, Booker SV, Giardiello 
FM. Long-term treatment with 
sulindac in familial adenomatous 
polyposis: A prospective cohort study. 
Gastroenterology. 2002;122(3):641-645

[58] Lynch PM, Ayers GD, Hawk 
E, et al. The safety and efficacy of 
celecoxib in children with familial 
adenomatous polyposis. The American 
Journal of Gastroenterology. 
2010;105(6):1437-1443

[59] Winawer SJ, Zauber AG, Gerdes H, 
et al. Risk of colorectal cancer in the 
families of patients with adenomatous 
polyps. National Polyp Study 
Workgroup. The New England Journal 
of Medicine. 1996;334(2):82-87

[60] Johns LE, Houlston RS. A 
systematic review and meta-analysis 

of familial colorectal cancer risk. The 
American Journal of Gastroenterology. 
2001;96(10):2992-3003

[61] Church J. Ileoanal pouch 
neoplasia in familial adenomatous 
polyposis: An underestimated threat. 
Diseases of the Colon and Rectum. 
2005;48(9):1708-1713

[62] Sieber OM, Lipton L, Crabtree M, 
et al. Multiple colorectal adenomas, 
classic adenomatous polyposis, and 
germ-line mutations in MYH. The 
New England Journal of Medicine. 
2003;348(9):791-799

[63] Grover S, Kastrinos F, Steyerberg 
EW, et al. Prevalence and phenotypes of 
APC and MUTYH mutations in patients 
with multiple colorectal adenomas. 
JAMA. 2012;308(5):485-492

[64] Win AK, Dowty JG, Cleary SP, 
et al. Risk of colorectal cancer for 
carriers of mutations in MUTYH, 
with and without a family history 
of cancer. Gastroenterology. 
2014;146(5):1208-1211

[65] Moreno CC, Mittal PK, Sullivan PS, 
et al. Colorectal cancer initial diagnosis: 
Screening colonoscopy, diagnostic 
colonoscopy, or emergent surgery, 
and tumor stage and size at initial 
presentation. Clinical Colorectal Cancer. 
2016;15(1):67-73

[66] Hamilton W, Round A, Sharp D, 
et al. Clinical features of colorectal 
cancer before diagnosis: A population-
based case-control study. British Journal 
of Cancer. 2005;93(4):399-405

[67] Thompson MR, O’Leary DP, 
Flashman K, et al. Clinical assessment 
to determine the risk of bowel cancer 
using Symptoms, Age, Mass and 
Iron deficiency anaemia (SAMI). 
The British Journal of Surgery. 
2017;104(10):1393-1404

[68] Chang GJ, Kaiser AM, Mills S, et al. 
Practice parameters for the management 



Current Trends in Cancer Management

24

of colon cancer. Diseases of the Colon 
and Rectum. 2012;55(8):831-843

[69] Goodman D, Irvin TT. Delay in the 
diagnosis and prognosis of carcinoma 
of the right colon. The British Journal of 
Surgery. 1993;80(10):1327-1329

[70] Siegel RL, Miller KD, Jemal 
A. Cancer statistics, 2016. CA: A Cancer 
Journal for Clinicians. 2016;66(1):7-30

[71] Mulder SA, Kranse R, Damhuis 
RA, et al. Prevalence and prognosis 
of synchronous colorectal cancer: A 
Dutch population-based study. Cancer 
Epidemiology. 2011;35(5):442-447

[72] Passman MA, Pommier RF, Vetto 
JT. Synchronous colon primaries have 
the same prognosis as solitary colon 
cancers. Diseases of the Colon and 
Rectum. 1996;39(3):329-334

[73] Liu Z, Zhang Y, Niu Y, et al. A 
systematic review and meta-analysis 
of diagnostic and prognostic serum 
biomarkers of colorectal cancer. PLoS 
One. 2014;9(8):e103910

[74] Jesssup JM, Goldberg RM, Aware 
EA, et al. Colon and rectum. In: Amin 
M, editor. AJCC Cancer Staging Manual. 
8th ed. Chicago; 2017. p. 251

[75] Hohenberger W, Merkel S, Weber 
K. Lymphadenektomie bei tumoren 
des unteren gastrointestinaltraktes. 
Chirurg. 2007;78(3):217-225

[76] Hohenberger W, Weber K, Matzel 
K, et al. Standardized surgery for 
colonic cancer: Complete mesocolic 
excision and central ligation-technical 
notes and outcome. Colorectal Disease. 
2009 May;11(4):354-364; discussion 
364-5

[77] West NP, Hohenberger W, Weber 
K, et al. Complete mesocolic excision 
with central vascular ligation produces 
an oncologically superior specimen 
compared with standard surgery for 

carcinoma of the colon. Journal of 
Clinical Oncology. 2010;28(2):272-278

[78] Galizia G, Lieto E, De Vita F, et al. 
Is complete mesocolic excision with 
central vascular ligation safe and 
effective in the surgical treatment of 
right-sided colon cancers? A prospective 
study. International Journal of 
Colorectal Disease. 2014;29(1):89-97

[79] Bertelsen CA, Bols B, Ingeholm P, 
et al. Can the quality of colonic surgery 
be improved by standardization of 
surgical technique with complete 
mesocolic excision? Colorectal Disease. 
2011;13(10):1123-1129

[80] Feng B, Sun J, Ling TL, et al. 
Laparoscopic complete mesocolic 
excision (CME) with medial access for 
right-hemi colon cancer: Feasibility and 
technical strategies. Surgical Endoscopy. 
2012;26(12):3669-3675

[81] Renouf DJ, Woods R, Speers C, et al. 
Improvements in 5-year outcomes of 
stage II/III rectal cancer relative to colon 
cancer. American Journal of Clinical 
Oncology. 2013;36(6):558-564

[82] Sargent D, Sobrero A, Grothey A, 
et al. Evidence for cure by adjuvant 
therapy in colon cancer: Observations 
based on individual patient data from 
20,898 patients on 18 randomized 
trials. Journal of Clinical Oncology. 
2009;27(6):872-877

[83] Shepherd NA, Baxter KJ, Love 
SB. The prognostic importance of 
peritoneal involvement in colonic 
cancer: A prospective evaluation. 
Gastroenterology;112(4):1096-1102

[84] Chapuis PH, Dent OF, Fisher 
R, et al. A multivariate analysis of 
clinical and pathological variables in 
prognosis after resection of large bowel 
cancer. The British Journal of Surgery. 
1985;72(9):698-702

[85] Newland RCC, Dent OFF, Lyttle 
MNN, et al. Pathologic determinants 



25

Colon Cancer
DOI: http://dx.doi.org/10.5772/intechopen.81597

of survival associated with colorectal 
cancer with lymph node metastases. A 
multivariate analysis of 579 patients. 
Cancer. 1994;73(8):2076-2082

[86] Wittekind C, Compton CC, 
Greene FL, et al. TNM residual tumor 
classification revisited. Cancer. 
2002;94(9):2511-2516

[87] Compton C, Fenoglio-Preiser CM, 
Pettigrew N, Fielding LP. American 
Joint Committee on Cancer Prognostic 
Factors Consensus Conference: 
Colorectal Working Group. Cancer. 
2000;88(7):1739-1757

[88] Chen SL, Bilchik AJ. More extensive 
nodal dissection improves survival 
for stages I to III of colon cancer: A 
population-based study. Annals of 
Surgery. 2006;244(4):602-610

[89] Goldstein NS, Turner 
JR. Pericolonic tumor deposits 
in patients with T3N+M0 colon 
adenocarcinomas: Markers of 
reduced disease free survival and 
intra-abdominal metastases and their 
implications for TNM classification. 
Cancer. 2000;88(10):2228-2238

[90] Lord AC, D’Souza N, Pucher 
PH, et al. Significance of extranodal 
tumour deposits in colorectal cancer: 
A systematic review and meta-
analysis. European Journal of Cancer. 
2017;82:92-102

[91] Siddiqui MRS, Simillis C, Hunter 
C, et al. A meta-analysis comparing the 
risk of metastases in patients with rectal 
cancer and MRI-detected extramural 
vascular invasion (mrEMVI) vs 
mrEMVI-negative cases. British Journal 
of Cancer. 2017;116(12):1513-1519

[92] Lim SB, Yu CS, Jang SJ, 
et al. Prognostic significance of 
lymphovascular invasion in sporadic 
colorectal cancer. Diseases of the Colon 
and Rectum. 2010;53(4):377-384

[93] Betge J, Pollheimer MJ, Lindtner 
RA, et al. Intramural and extramural 
vascular invasion in colorectal cancer: 
Prognostic significance and quality 
of pathology reporting. Cancer. 
2012;118(3):628-638

[94] Huh JW, Kim HR, Kim 
YJ. Prognostic value of perineural 
invasion in patients with stage II 
colorectal cancer. Annals of Surgical 
Oncology. 2010;17(8):2066-2072

[95] Liebig C, Ayala G, Wilks J, et al. 
Perineural invasion is an independent 
predictor of outcome in colorectal 
cancer. Journal of Clinical Oncology. 
2009;27(31):5131-5137

[96] Thirunavukarasu P, Sukumar 
S, Sathaiah M, et al. C-stage in 
colon cancer: Implications of 
carcinoembryonic antigen biomarker in 
staging, prognosis, and management. 
Journal of the National Cancer Institute. 
2011;103(8):689-697

[97] Thirunavukarasu P, Talati C, Munjal 
S, et al. Effect of incorporation of 
pretreatment serum carcinoembryonic 
antigen levels into AJCC staging for 
colon cancer on 5-year survival. JAMA 
Surgery. 2015;150(8):747-755

[98] Morris EJA, Forman D, Thomas 
JD, et al. Surgical management and 
outcomes of colorectal cancer liver 
metastases. The British Journal of 
Surgery. 2010;97(7):1110-1118

[99] De Jong MC, Pulitano C, Ribero D, 
et al. Rates and patterns of recurrence 
following curative intent surgery 
for colorectal liver metastasis: An 
international multi-institutional 
analysis of 1669 patients. Annals of 
Surgery. 2009;250(3):440-447

[100] Rees M, Tekkis PP, Welsh FKS, 
et al. Evaluation of long-term survival 
after hepatic resection for metastatic 
colorectal cancer: A multifactorial 
model of 929 patients. Annals of 
Surgery. 2008;247(1):125-135



Current Trends in Cancer Management

26

[101] Wei AC, Greig PD, Grant D, 
et al. Survival after hepatic resection 
for colorectal metastases: A 10-year 
experience. Annals of Surgical 
Oncology. 2006;13(5):668-676

[102] Abdalla EK, Vauthey JN, Ellis 
LM, et al. Recurrence and outcomes 
following hepatic resection, 
radiofrequency ablation, and combined 
resection/ablation for colorectal 
liver metastases. Annals of Surgery. 
2004;239(6):818-825


