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Abstract

First line therapy for colorectal cancer (CRC) is usually fluoropyrimidine monotherapy 
and oxaliplatin, or irinotecan-based therapy. Additionally, targeted therapies such as 
bevacizumab, aflibercept, ramucirumab, regorafenib, cetuximab and panitumumab are 
indicated in combination with chemotherapy in metastatic CRC. Resistance of CRC to 
treatment is the principal rationale for treatment failure. Resistance can be intrinsic (pri-
mary resistance) or acquired (secondary resistance). Here, we discuss the classical model 
of resistance, which focuses primarily on mechanisms involving alterations in drug 
metabolism, increased drug efflux, secondary mutations in drug targets, inactivation of 
apoptotic pathways, p53 and DNA damage repair. Other resistance mechanisms, includ-
ing the Warburg effect, cancer stem cells, intra-tumor heterogeneity and pharmacoepig-
enomic mechanisms will also be discussed. We conclude the chapter with a systems 
medicine approach to predict response to treatment for the discovery and validation of 
predictive biomarkers that are urgently needed.

Keywords: colorectal cancer, chemotherapy, targeted therapy, intrinsic resistance, 
acquired resistance, predictive biomarkers

1. Introduction

The mainstay of colorectal cancer (CRC) treatment is curative surgery, although in some cases 
patients are administered neo-adjuvant therapy. Surgery is usually followed by adjuvant ther-
apy in patients presenting with Stage III and Stage IV disease. Additionally, adjuvant therapy 
is sometimes administered to high risk stratified Stage II patients. Adjuvant treatment for stage 
III CRC patients consists of chemotherapy including 5-fluorouracil (5-FU), oxaliplatin and 
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capecitabine—usually administered combination therapy [1]. Patients having advanced CRC 
are frequently treated with targeted therapy in combination with chemotherapy, or as a single 
agent, and more recently with immunotherapy (Table 1). The rationale for using combination 
therapy is to avoid treatment resistance, promote a synergistic effect and reduce potential toxic-
ity (refer to Table 2).

Therapeutic agent Class Colorectal cancer indications Date of 

first launch 
worldwide 

[1–6]

5-Fluorouracil 
(5-FU)

Antimetabolite, 
pyrimidine analogue

Used as a single agent or in combination 1962

Epirubicin Cytotoxic antibiotics Used as a single agent or in combination 1984

Irinotecan Topoisomerase I 
inhibitor

1. Indicated for the treatment of mCRC:

 •  in combination with 5-FU and folinic acid in 
chemotherapy naïve patients

 •  as a single agent in patients who have failed a 
5-FU-based regimen

2.  In combination with cetuximab is indicated for the 
treatment of patients with EGFR-expressing KRAS 
wild-type mCRC, who had not received prior 
treatment for metastatic disease or after failure of 
irinotecan-including cytotoxic therapy

3.  In combination with 5-FU, folinic acid and 
bevacizumab is indicated for first-line treatment of 
patients with mCRC

4.  In combination with capecitabine with or without 
bevacizumab is indicated for first-line treatment of 
patients with mCRC

1994

Oxaliplatin Platinum derivative, 
alkylating agent

Oxaliplatin in combination with 5-FU and folinic acid 
is indicated for:

1.  adjuvant treatment of stage III colon cancer after 
complete resection of primary tumor

2. treatment of mCRC

1996

Raltitrexed Antimetabolite Palliative treatment of advanced colorectal cancer 
where 5-FU and folinic acid-based regimens are either 
not tolerated or inappropriate

1996

Capecitabine Antimetabolite 1. Used as a single agent or in combination

2.  Used for the adjuvant treatment of stage III colon 
cancer patients

3. Used in mCRC

1998

Cetuximab Monoclonal 

antibody, EGFR 
inhibitor

Indicated for the treatment of patients with EGFR-
expressing, RAS wt mCRC:

•  in combination with irinotecan-based 
chemotherapy

• in first-line in combination with FOLFOX

•  as a single agent in patients who have failed 
oxaliplatin- and irinotecan-based therapy and who 
are intolerant to irinotecan

2003
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Therapeutic agent Class Colorectal cancer indications Date of 

first launch 
worldwide 

[1–6]

Bevacizumab Monoclonal 

antibody, VEGF 
inhibitor

In combination with fluoropyrimidine-based 
chemotherapy is indicated for treatment of mCRC

2004

Panitumumab Monoclonal 

antibody, EGFR 
inhibitor

Indicated for the treatment of wt RAS mCRC:

1. first-line in combination with FOLFOX or FOLFIRI

2.  second-line in combination with FOLFIRI for patients 
who have received first-line fluoropyrimidine-based 
chemotherapy (excluding irinotecan)

3.  monotherapy after failure of fluoropyrimidine-, 
oxaliplatin-, and irinotecan-containing 
chemotherapy regimens

2006

Regorafenib Angiogenesis 
inhibitor, tyrosine 
kinase inhibitor

mCRC patients who have been previously treated with, 
or are not considered candidates for available therapies

2013

Aflibercept Angiogenesis 
inhibitor, tyrosine 
kinase inhibitor

In combination with FOLFIRI is indicated in 
mCRC that is resistant to or has progressed after an 
oxaliplatin-containing regimen

2013

Trifluridine/
tipiracil 

hydrochloride

Antimetabolite Treatment of mCRC patients who have been previously 
treated with, or are not considered candidates for 
available therapies

2015

Pembrolizumab Anti-PD1 
immunotherapy

Unresectable or metastatic, MSI-H or dMMR CRC 
that has progressed following treatment with a 
fluoropyrimidine, oxaliplatin, and irinotecan

2017

Table 1. Colorectal cancer drugs currently on the market.

Combination regimens Therapeutic agents

deGramont/modified de Gramont 5-Fluorouracil, folinic acid

FOLFIRINOX Folinic acid, 5-fluorouracil, irinotecan, oxaliplatin

FOLFIRI Folinic acid, 5-fluorouracil, irinotecan

FOLFOX Folinic acid, 5-fluorouracil, oxaliplatin

XELOX Oxaliplatin, capecitabine

FOLFIRI + cetuximab Folinic acid, 5-fluorouracil, irinotecan, cetuximab

FOLFOX + cetuximab Folinic acid, 5-fluorouracil, oxaliplatin, cetuximab

FOLFIRI + panitumumab Folinic acid, 5-fluorouracil, irinotecan, panitumumab

FOLFOX + panitumumab Folinic acid, 5-fluorouracil, oxaliplatin, panitumumab

FOLFIRI + aflibercept Folinic acid, 5-fluorouracil, irinotecan, aflibercept

FOLFIRI + bevacizumab Folinic acid, 5-fluorouracil, irinotecan, bevacizumab

Table 2. Drug combinations to treat colorectal cancer.
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Patients’ responses to treatment are limited, and in fact less than one-third of patients respond 
to 5-fluorouracil as a single agent [2, 3]. However, when used in combination, for instance, with 
oxaliplatin-based therapy, 50% response rate is obtained [4]. Resistance to 5-fluorouracil can be 
due to loss of SMAD4 [5], thymidylate synthase (TYMS) amplification [6], defective mismatch 
repair (MMR) genes [7], high level expression of thymidylate synthase (TS) [8], increased DPD 
activity [9], microsatellite instability [9], modulation of the Bcl2 family members [10], cell cycle 
perturbation [11], decreased ATP synthase [12] and adaptation to oxidative stress [13]. General 
mechanisms attributed to oxaliplatin resistance include cellular transport, detoxification, DNA 
repair, cell death, epigenetic alteration and NF-κβ signaling pathway [14].

Although, the use of cetuximab and panitumumab in combination with other agents is very 
effective, they are not sufficiently potent as single agents and are reported to work in only 
around 10% of cases [15]. Over the last decade, a number of papers on anti-epidermal growth 
factor receptor (EGFR) resistance mechanisms have been published [16–18]. Resistance mech-
anisms attributed to EGFR resistance include, but are not limited to, low EGFR gene copy 
number, low expression of AREG and EREG, EGFR S492R mutation, RAS mutation, BRAF 
V600E mutation, PIK3CA exon 20 mutation, PTEN loss, STAT3 phosphorylation, activated 
IGF1R, MET amplification, HER2 amplification, altered VEGF/VEGFR and EMT [16, 19].

Unfortunately, the lack of predictive markers would allow clinicians to select patients who 
are most likely to benefit from a specific therapy remains a challenge. A recent review by Wu 
et al. reported that in the context of metastatic cancer, approximately 90% of treatment failure 
is due to multi-drug resistance [20]. Currently, the only markers that predict potential toxicity 
to 5-FU treatment are DPD deficiency, DPYD mutation, UGT1A1 and high TS expression [21]. 
Moreover, the only marker that predicts lack of response to 5-FU is mismatch repair deficiency 
(dMMR), while pembrolizumab, dMMR predicts increase in response [7]. With respect to anti-
EGFR treatment, KRAS, NRAS and BRAF mutations are the only biological markers that pre-
dict lack of response and hence pose a contraindication to treatment administration [21].

Both intrinsic resistance, which is characterized by cancer cells having only a slight or no 
response to treatment from the beginning, and acquired resistance that is described as, initially, 
having a clinical response, ensued by development of resistance will be discussed [22]. Several 
studies that discuss resistance to specific chemotherapeutic agents have been published and 
therefore we will be solely referring to salient resistance mechanisms to CRC therapies.

2. The classical model of resistance

2.1. Drug metabolism

Chemotherapeutic agents are extensively metabolized by Phase I, Phase II and Phase III 
enzymes. Phase I enzymes, which are mostly involved in chemical modification, include the 
heme protein cytochrome superfamily CYP450, which is sub-divided into 74 gene families 
and is involved in oxidation reactions. CYP3A is involved in irinotecan metabolism while 
CYP2A6, CYP2C8 and CYP1A2 are involved in tegafur activation [23].
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Increased expression of dihydropyrimidine dehydrogenase (DYPD) or thymidine phos-
phorylase (TP) is correlated with resistance to 5-FU chemotherapy [24]. On the other hand, 
in a cohort of 177 CRC patients, there was a correlation between high TP expression and a 
better survival rate in the doxifluridine arm (p = 0.025) [25]. TP has also been reported to 
increase in both hypoxic and hypoglycemic environments, which will be discussed later [26]. 
Furthermore, polymorphic changes in DYPD account for life-threatening adverse effects in 
patients treated with 5-FU or its derivatives [27]. On the other hand, patients having a low 
expression of DYPD cannot metabolize 5-FU efficiently [28]. Decreased orotate phosphoribo-
syl transferase (OPRT) expression in gastric cancer is associated with resistance to 5-FU [29].

Phase II enzymes are involved in conjugation and include glutathione (GSH), glutathione-S-
transferase (GSTs), uridine diphosphate glucuronosyltransferases (UGT) and NADH quinone 
oxidases (NQO). One of the oxaliplatin resistance mechanisms entails elevation of glutathione 
mediated by γ-glutamyl transpeptidase [30]. Additionally, GSTπ1 is associated with oxalipla-
tin and cisplatin resistance mechanisms [31]. SN-38, the active metabolite of irinotecan, is inac-
tivated by way of glucuronidation by UGT [32]. UGT1A1 is one of the main genes involved in 
glucuronidation and is reported as being highly polymorphic; subsequently patients having 
UGT1A1*28 polymorphisms tend to suffer from increased risks of toxicity as reported in a 
cohort of colorectal cancer patients [33]. Both CYP450 and GSTs have been implicated in the 
metabolism of chemotherapeutic agents, but their predictive value is still uncertain [32].

Members of the ATP-binding cassette (ABC) superfamily are involved in Phase III drug 
metabolism [34] and to date 49 ABC transporters have been documented in humans [35]. 
The role of ABC transporters is to use energy from ATP hydrolysis to move their substrates 
across biological membranes and against concentration gradients, thereby limiting cel-
lular accumulation of their substrates [36]. ABC members include P-glycoprotein (MDR1/
ABCB1), breast cancer resistance protein (BCRP/ABCG2) and transporters of the multidrug 
resistance-associated protein (MRP/ABCC) family like the multi-drug resistance protein 5 
(ABCC5), which bestows resistance to 5 FU via transporting the monophosphate metabolites 
in colorectal and breast cancers [37]. MDR1 is found to be highly expressed in the epithelial 
cells of the colon, overexpressed in a number of tumors, and has been associated with treat-
ment failure [38]. At least 12 ABC transporters from 4 ABC sub-families have been shown 
to have a role in in vitro drug resistance (reviewed in Ref. [39]). MRP5 has been reported to 
confer cross-resistance to a number of anti-cancer agents including 5-FU, oxaliplatin and a 
number of antifolates [37]. The authors postulated that resistance might be instigated via 
drug efflux mechanisms which interfere with 5-FU’s ability to impede both DNA and RNA 
synthesis. P-glycoprotein is a drug efflux pump and exerts its mode of action by lowering 
the intracellular concentration of a number of drugs, which subsequently leads to increased 
drug resistance [40]. BCRP is also involved in irinotecan efflux and is reported to be over-
expressed in colon cancer, subsequently increasing chemoresistance.

2.2. Drug targets

5-FU naive CRC patients exhibiting high expression of TS and disturbed folate pools are 
intrinsically resistant to 5-FU [9]. A meta-analysis of over 3000 pooled CRC cases by Popat and 
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colleagues concluded that the variation of TS expression in CRC patients could explain inter-
individual variation in clinical outcome, and patients with low TS expression treated with 
5-FU had better overall survival [41]. CRC patients who are chemoresponsive to 5-FU have 
lower TS enzymatic activity compared to those patients who fail to respond [42]. Furthermore, 
the low availability of 5,10-methylenetetrahydrofolate and its polyglutamates also contrib-
uted to intrinsic resistance [43]. An indirect resistance mechanism reported in hepatocellular 
carcinoma cells is the induction of the expression of the transcription factor Late SV40 Factor 
(LSF) that regulates TS expression, by way of the astrocyte elevated gene-1 (AEG-1) [44].

Additionally, TS mRNA increases in a number of patients treated with 5-FU, resulting in 
acquired resistance [45]. In a review by Holohan et al., the authors explained further that 
5-FU can post-transcriptionally upregulate the TS expression as a result of the inhibition of 
a negative feedback loop where the substrate free TS binds to and inhibits the translation of 
thymidylate synthase mRNA [38].

Watson and colleagues reported that patients with TYMS amplification treated with adjuvant 
chemotherapy had a median overall survival of 18 months shorter when compared to patients 
with low or normal TYMS copy number [46]. A total of 113 mCRC patients were enrolled in 
this study (62 exposed and 51 unexposed to 5-FU prior to resection) and the investigators con-
cluded that TYMS copy number gain was associated with patients treated with 5-FU-based 
neoadjuvant treatment [46].

Guo and colleagues have demonstrated that a possible mechanism of acquired 5-FU resis-
tance can be due to disruption in cell cycle. Using two 5-FU resistant and two sensitive cell 
lines, Guo and colleagues showed that the protein expression of CDK2 (total and phosphory-
lated threonine 160), Cyclin D3, and Cyclin A was significantly decreased in the 5-FU resistant 
cell lines. On the other hand, p21WAF1 expression was modestly increased in both resistant cell 
lines [11]. The authors postulated that the G1 and S phase delay in the 5-FU resistant cell lines 
occurs because of Cyclin E—CDK2 complex deficiency. Additionally, the Cyclin A—CDK2 
complex is also deficient and may assist in bringing about a delay in the S phase of 5-FU resis-
tance cell lines [11]. Guo and colleagues speculated that the slowing down of the cell cycle 
might interfere with the active 5-FU metabolites being incorporated into DNA and also allows 
the cells to repair the DNA damage [11].

Montagut and colleagues confirmed one mechanism of acquired resistance to cetuximab, 
where they showed that an acquired EGFR ectodomain mutation (S492R) prevented the effec-
tive binding of cetuximab to the receptor [47]. On the other hand, overexpression of EGFR in 
CRC has been poorly correlated with response to anti-EGFR therapy [48]. One of the determi-
nants of poor response is because KRAS mutant patients have a constantly activated KRAS, 
irrelevant to the phosphorylation status of EGFR. Fluorescence in situ hybridisation (FISH) 
analysis was carried out on a cohort of 58 mCRC patients treated with panitumumab and it 
was observed that patients that did not exhibit an EGFR copy number gain or chromosome 7 
polysomy or amplification were associated with treatment failure (p = 0.0009, p = 0.0007) [49]. 
Another possible mechanism of resistance using an in vitro model postulated that increased 
Src family kinases activity leads to lengthened EGFR activity, increased EGFR-modulated 
HER3 activity, and activation of the PI3K/AKT pathway [50].
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A study by Lievre and colleagues on a cohort of 30 mCRC patients reported a highly significant 
association between non-response to cetuximab and mutant KRAS (n = 19, p = 0.0003) [51]. This 
association was further confirmed by other larger studies [52, 53]. A study by Misale and col-
leagues unprecedentedly described that a significant number of wild-type KRAS CRC patients, 
who are initially responsive to anti-EGFR therapies, acquire resistance due to de novo KRAS 
mutations resulting from continuing mutagenesis [54]. Another somatic mutation, associated 
with treatment resistance in CRC is PIK3CA [55], is mutated in 25–32% of CRC patients [56].

2.3. DNA damage repair

Mismatch repair deficiency (dMMR) can occur because of both sporadic and hereditary 
CRC. In the autosomal dominant hereditary non-polyposis colon cancer (HNPCC), which 
is also referred to as Lynch Syndrome, dMMR arises primarily due to inactivating germline 
mutations in either MLH1, MSH2, PMS2, or MSH6 [57]. Furthermore, loss of function of the 
remaining allele can occur via various mechanisms, namely loss of heterozygosity, mutations, 
gene conversion, and also promoter methylation [58]. On the other hand, epigenetic hyper-
methylation of MLH1 accounts for the majority of sporadic dMMR in CRC [59]. A recent 
study by Ye and colleagues concluded that miR-1290 promotes 5-FU resistance by directly 
targeting hMSH2 [60].

An in vitro study on CRC cell lines showed that MMR-proficient cell lines were more sensi-
tive to the therapeutic doses of 5-FU (5–10 μM) compared to MMR-deficient cell lines [61]. 
Furthermore, patients who are high microsatellite instable (MSI-H) do not show any survival 
advantage when administered 5-FU-based chemotherapies [62]. The scientific literature not 
only alludes to the fact that dMMR tumor cells have a distinct response to standard chemo-
therapies, but also to many emerging therapies for CRC [58]. In an in vitro study, Tajima and 
colleagues showed that resistance of dMMR cancer cells to 5-FU can arise due to the incorpora-
tion of 5-FU metabolites in DNA [63].

Mechanisms attributed to resistance to oxaliplatin include increased DNA repair, impaired 
DNA adduct formation, over-expression of copper transporters (increased levels of ATP7B 
correlated with poor outcome in CRC patients) [64], enhanced drug detoxification, and 
increased tolerance to DNA damage. While NER and recombination repair mechanisms do 
not distinguish between cisplatin and oxaliplatin adducts, mismatch repair, damage-recogni-
tion proteins, and translesion DNA polymerases do distinguish between the two [65].

Increased excision repair cross complementation group 1 (ERCC1) mRNA expression cor-
relates with resistance to oxaliplatin [66]. A polymorphism (Gln mutant allele) in X-ray repair 
cross complementation group 1 (XRCC1), which is involved in single strand break, adduct 
formation, and base excision repair, was associated with treatment resistance in a cohort of 61 
patients treated with 5-FU and oxaliplatin [67].

2.4. p53

An in vitro study on the NCI-60 panel investigated the relationship between a group of p53 
mutant and p53 wild-type cell lines and chemosensitivity to 123 drugs used in cancer treatment. 
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One of the findings was that the median GI50 for p53 mutant cell lines treated with 5-FU was 
sixfold higher than the GI50 of p53 wild-type cell lines [68].

The TP53 Colorectal Cancer International Collaborative Study published a study consisting 
of a patient cohort of 3583 samples from 25 different research groups in 17 countries. One 
of the aims of this study was to investigate whether there was a prognostic impact of TP53 
mutations and treatment subgroups. In 1334 Dukes’ C patients (792 wild-type TP53 and 542 
mutant TP53), the wild-type TP53 patients treated with chemotherapy showed significantly 
better survival in the proximal and rectal tumor groups (p = 0.006 and p = <0.001, respectively) 
and a trend towards statistical significance (p = 0.022) was observed for the distal tumor group 
[69]. In the mutant TP53 group, patients receiving chemotherapy had better survival only in 
the proximal colon group (p = <0.001), with the authors concluding that TP53 mutation had 
no predictive value within Dukes’ C patients treated by surgery alone or surgery and chemo-
therapy [69]. The authors advised caution in interpreting these observations, since the chemo-
therapy treatment was not always 5-FU based. When the 5-FU-based regimens were grouped 
together, the authors reported that chemotherapy can have an impact on survival based on 
TP53 mutational status and tumor sites [69]. Furthermore, this study showed that wild-type 
TP53 rectal patients received a significant survival benefit from 5-FU-based chemotherapy, 
irrespective of whether or not radiotherapy was received [69].

In 2008, Ahmed and colleagues carried out a study on 41 Dukes’ C CRC patients that had a 
curative resection of the primary tumor and were administered 5-FU adjuvant treatment. The 
p53 mutation status was confirmed by gene sequencing and the study concluded that there 
was significant advantage for the wild type p53 patients in the time to develop metastasis and 
overall survival within the two groups receiving 5-FU adjuvant treatment [70].

2.5. Apoptosis

Failure of cells to undergo apoptosis may affect treatment efficacy [71]. Apoptosis can occur 
via two main signaling pathways: extrinsic (receptor-mediated pathway) and/or intrinsic 
(mitochondrial-mediated pathway [72]. Although a number of studies have reported the 
involvement of extrinsic pathway in treatment resistance, namely CD95 (Fas), it has been 
shown that under certain situations most chemotherapy-treated cells undergo intrinsic apop-
tosis [71, 73].

By way of an in vitro model, Gourdier and colleagues demonstrated that acquired resistance 
to oxaliplatin can occur via a defect in the intrinsic apoptosis pathway [74]. Furthermore, 
expression of cleaved caspase-3 and Bax was lost in the 68-fold oxaliplatin-trained resistant 
cell line, while the expression of Bcl-2, Bak, and Bcl-XL remained unaltered, suggesting that 
they are not involved in the acquired resistance mechanism to oxaliplatin [74]. Transcription 
factor NFκβ is known to be constitutively activated in colorectal cancers and although it has 
been associated with pro-apoptotic function, it is not always the case [75]. 5-FU has been 
shown to induce NFκβ expression via IKKβ and consequently chemoresistance in colorectal 
cell lines [76]. Apart from the fact that oxaliplatin, like 5-FU, can cause NFκβ constitutive acti-
vation, this activation imparts chemoresistance via c-FLIP and Mcl-1 [77].
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A study identified double stranded RNA dependent protein kinase (PKR), as a key molecule 
in inducing apoptosis in colon cancer cells—irrelevant of the p53 status [78]. The authors 
proceeded by demonstrating that PKR knockdown cells responded poorly to treatment with 
5-FU. The importance of integrins and apoptosis in chemoresistance is being investigated 

by a number of groups. A study by Liu and colleagues focussed on the involvement of the 
β6-integrin-ERK-MAP kinase pathway in conferring chemoresistance to 5-FU in colon cancer 
lines (Figure 1) [79].

3. Novel resistance mechanisms

3.1. Warburg effect

Over the past decade, the significance of the Warburg effect in the field of oncology has gained 
momentum and a number of original research papers [80, 81] and reviews have been pub-
lished on this topic [82]. The Warburg effect, also referred to as the glycolytic phenotype, is 
singularized by an increased rate of aerobic glycolysis together with irreversible injury to 
mitochondrial oxidative phosphorylation [83] and is favored by the majority of tumors [84]. 
Subsequently, Tong and colleagues showed that aerobic glycolysis is involved in cancer cell 
proliferation and tumorigenesis in a model of HCT116 colorectal cell lines [85]. A number of 
mechanisms that affect increased glycolysis, and therefore contribute to the Warburg effect, 
include mitochondrial defects, adaptation to hypoxic conditions, oncogenic signals, and 
altered metabolic enzymes [86]. A number of these mechanisms occur via hypoxia inducible 
factor-1 (HIF-1) [87].

Figure 1. Treatment for colorectal cancer patients according to the stage at diagnosis.
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A putative major player in the Warburg effect and cancer is the uncoupling protein coding-2 
(UCP2) [88]. UCP2 is located in the mitochondrial inner membrane and its main function is 
that of a mitochondrial transporter protein, that creates proton leaks across the inner mito-
chondrial membrane, ergo uncoupling oxidative phosphorylation from ATP synthesis [89]. 
Furthermore, UCP2 might act as a negative regulator of ROS production [90].

Horimoto et al. postulated that UCP2 is involved in colon tumor adaptation and is correlated 
with neoplastic changes [91]. UCP2 gene expression and protein expression was assessed on 
a small cohort of 10 patients, where a paired normal and tumor sample for each patient was 
processed. Gene expression results demonstrated an average of 3.88 ± 0.85-fold difference 
in UCP2 mRNA expression between the tumor (T) and peritumoral (P) paired samples. The 
same ratio was found for UCP2 protein expression and furthermore a strong linear correlation 
between T/P ratio of UCP mRNA and protein expression (r = 0.91, p = 0.0015) was confirmed. 
Additionally, immunohistochemistry (IHC) for UCP2 was carried out on a cohort of 9 hyper-
plastic polyps, 17 adenomas, and 107 adenocarcinoma and positive scores were 11.1, 58.8, and 
86%, respectively.

A comparable study was undertaken on a larger cohort of colon cancer patients and it yielded 
the same results and correlations in addition to association of UCP2 expression and metas-
tasis [88]. Altered colon cancer metabolism, as confirmed through measurement of UCP2 
expression in these studies, can also contribute to resistance to cancer therapies. An in vitro 

study investigated the rate of cell death caused by 5-FU, with respect to different metabolic 
rates, as quantified by the bioenergetic signature [92]. This study demonstrated the bioener-
getic signature directly correlates with the apoptotic response to treatment with 5-FU [92].

Tumor adaptation to hypoxic and acidic microenvironments strongly selects for tumor cells 
that are resistant to chemo- and radiotherapy [93]. The slowing down of cell cycling induces 
a decreased rate of cell division, thereby decreasing chemotherapy activity [93]. Furthermore, 
hypoxia dysregulates several DNA damage response pathways and prevents effective func-
tioning of proteins involved in homologous recombination (HR), non-homologous end join-
ing (NHEJ), and the mismatch repair (MMR) pathways, thereby driving genetic instability 
[94]. The cascade of events triggered by chronic hypoxia may also bring about amplification 
of multidrug resistant gene ABCB1 via induction of chromosomal fragile sites [94].

An in vitro study on colon carcinoma cell lines demonstrated that low oxygen concentration 
resulted in decreased protein expression of Bid, Bad, and Bax [87]. A further series of exper-
iments illustrated that all three CRC cell lines studied expressed a functional HIF-1 path-
way and the authors showed that in a hypoxic environment Bid down-regulation occurs via 
HIF-1, while down-regulation of Bax and Bad occurs independently of HIF-1 function [87]. 
Additionally, under anoxic conditions, SW480, HCT116, and HT29 were resistant to etopo-
side treatment and SW480 was also resistant to oxaliplatin. Further investigation by Erler and 
colleagues demonstrated that down regulation of Bid and/or Bax contributed to etoposide 
resistance in this model [87]. An important observation from this study was that Bak was least 
responsive to hypoxia and thereby it might be crucial for drug-induced apoptosis [87].

The PI3K/Akt signaling pathway enhances aerobic glycolysis, and dual PI3K/mTOR inhibi-
tors can influence the cancer cell metabolic programme [95]. Oncogenic mutations involving 
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this pathway, MAPK, and Src pathways have been shown to increase HIF-1 expression in 
both hypoxic and normoxic conditions [96]. Inhibiting HIF1 decreases proliferation, influ-
ences anaerobic glycolysis, encourages apoptosis, and reduces resistance to chemo- and 
radiotherapy [93].

Moderate evidence in the literature demonstrates that 18q LOH/SMAD4 loss has potential 
for it being used as a marker to predict response to 5-FU-based therapies [97]. Papageorgis 
and colleagues demonstrated that a SMAD4 defect suppresses hypoxia-induced cell death, 
induces aerobic glycolysis, and promotes 5-FU resistance in the HCT116 cell line model [98]. 
Furthermore, the authors observed a physical interaction between SMAD4 and HIF1α and 
postulated that the acquired chemoresistance in 18q-deficient CRC may be explained by 
Smad4 negatively regulating HIF1α-induced GLUT1 expression and the rate of aerobic gly-
colysis [98]. Other oncogenes/tumor suppressor genes known to be involved in the stimula-
tion of glycolytic energy include Ras, c-myc, Src, and p53 [99].

Downregulation of pyruvate kinase M2 (PKM2) is also known to promote the Warburg effect 
metabolic phenotype and tumorigenesis [80]. Additionally, PKM2 is a HIF-1 target gene and 
concurrently a co-activator of HIF-1 [93]. A study by Tamada and colleagues on a number of 
cancer cell lines, which also comprised of CRC cell lines HCT116 p53 wild-type and HCT116 
p53 null, demonstrated CD44-regulated glycolysis in p53 deficient cells via interaction with 
PKM2 [100]. Furthermore, the authors speculated that CD44 functions as a scaffold between 
a tyrosine kinase and PKM2 near the cell membrane, ergo down-regulating the activity of 
PKM2 [100]. By means of a set of elegant experiments, the authors showed evidence that 
CD44 silencing in p53 deficient cell lines sensitized the cells to cisplatin, 5-FU, and adriamy-
cin in normoxia, and that CD44 silencing of p53 wild-type cells under hypoxic conditions 
increased sensitivity to these three chemotherapeutic agents [100].

The relationship of hypoxia and resistance to both radio- and chemotherapy has been explored 
for the last decade and several mechanisms have been postulated. As evidenced by a number 
of studies referred above, the Warburg effect is an adaptive mechanism used by solid tumors 
to overcome stress caused by hypoxia and also contributes to resistance to both chemotherapy 
and targeted inhibitors.

3.2. Clonal evolution

Another contributor to therapy failure is the innate Darwinian aspect of cancer [101]. In a 
review of clonal evolution, Greaves and Maley describe the complexity of cancer and the 
selective pressure for resistant cells to thrive when treated with chemotherapeutic agents. 
Similarly, adaptive microenvironmental mechanisms such as hypoxia and acidosis lead 
to both phenotypic and genotypic heterogeneity [102]. This evolution not only affects the 
genomic instability of the tumor but also contributes towards resistance to therapy, including 
targeted therapies [102].

A retrospective study analyzing circulating tumor DNA from a cohort of 28 mCRC patients 
suggested that development of resistance to panitumumab can occur in metastatic lesions, 
having a sub-clone encompassing just 1 of 42 mutations associated with resistance to panitu-
mumab. Subsequently, the time for recurrence is basically the time taken for that sub-clone to 
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repopulate the lesion [103]. Furthermore, the authors concluded that resistance mutation in 
KRAS and other genes were likely to be present prior to starting panitumumab therapy [103].

A number of mechanisms contributing to acquired resistance to 5-FU-based therapies include 
alteration of the drug’s specific target, drug inactivation, influx and efflux of drugs in the 
cells, drug-induced damage, and evasion of apoptosis [104]. In an attempt to comprehend 
these complex mechanisms, Tentes et al. investigated 5-FU acquired resistance in the SW620 
cell line model [105]. A significant finding reported in this study consisted of the maintenance 
of a 5-FU resistant phenotype, albeit by culturing the trained cell line in drug-free media 
for 15 weeks. The authors concluded that the resistant clones may have acquired an altered 
genetic background and unique gene expression patterns due to long-term exposure to 5-FU, 
and that this scenario might explain relapses caused by residual disease of chemo-resistant 
cells. Besides, overlapping mechanisms of resistance to 5-FU could be observed in the trained 
resistant cell line [105].

3.3. Intra-tumor heterogeneity

A published study evidenced that intra-tumor heterogeneity is a considerable hurdle to both 
predictive and prognostic biomarker development [106]. One of the principal results in this 
study highlighted that 63–69% of all somatic mutations are not detectable across every tumor 
area, hence confirming that one biopsy is not representative of the whole tumor [106]. Intra-
tumor heterogeneity is one of the main challenges to patients being successfully treated and 
can also contribute to patients having relapses [107].

Chromosomal instability (CIN) is associated with both intrinsic- and acquired-drug resistance 
and also involved in intra-tumor heterogeneity [108]. A number of hypotheses surrounding 
CIN, Darwinian selection, and intra-tumoural heterogeneity are currently being investigated. 
Evidence has been obtained to indicate that cells having a high degree of chromosomal insta-
bility are more predisposed to exhibit intrinsic resistance [108].

Lee and colleagues conducted a study on a panel of 27 CRC cell lines (18 of which were 
CIN+) and demonstrated that CIN+ cell lines were significantly more intrinsically resistant to 
the inhibitors used (Kolmogorov-Smirnov test p < 0.0001) and, even at similar proliferation 
rates, CIN+ cell lines were more resistant to treatment when compared to CIN− (one sided 
Wilcoxon-Mann-Whitney test, p = 0.049) [55]. Furthermore, according to previous reports, 
patients treated with 5-FU-based therapy who exhibited CIN+ did not obtain as much benefit 
from the treatments, when compared to patients having diploid CRC [109]. This acquired 
multidrug resistance has been attributed to cell heterogeneity due to multiple chromosomal 
re-assortments in these aneuploid cells [55]. One of the hypotheses that Lee and colleagues 
discussed is that there is a distinct CIN+ survival phenotype that triggers an endurance to 
ongoing chromosomal rearrangements which is also related to drug resistance [55].

Phenotypic heterogeneity arises from both genetic and non-genetic influences [110]. Non-
genetic influences can emerge from phenotypic plasticity and differentiation of cancer stem 
cells [107]. The cellular phenotype is affected by several factors namely, stochastic fluctua-
tions (noise), genotypes, microenvironment, and the gene regulatory network [110]. In their 
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review, Marusyk and colleagues remark that even though genetic heterogeneity is not likely 
to contribute considerably to phenotypic heterogeneity, it still supports tumor evolution 
during tumorigenesis and treatment resistance [110]. Phenotypic heterogeneity manifests as 
phenotypic diverse subpopulations of subpopulation of tumor cells, histologic alterations, 
different patterns of disease progression, prognosis, diagnosis, and also responses to therapy 
[111]. This necessitates further investigations on therapeutic resistance of CRC with respect to 
phenotypic heterogeneity.

3.4. Pharmacoepigenomics

Epigenetic modifications are implicated in the progression of chemoresistance [112]. They 
bring about changes in gene expression that are autonomous of changes in DNA sequence 
and persevere over numerous cell divisions. In contrast to genetic modifications, epigenetic 
transformations are reversible [113]. As a result, the field of pharmacoepigenomics is now 
gaining more popularity. One of the main mechanisms of action of chemotherapeutic agents is 
by inducing DNA damage which subsequently leads to either DNA repair, apoptosis, or cell-
cycle arrest [114]. A number of genes implicated in these biological processes in cancer cells 
are epigenetically regulated [115]. Drug resistance has been associated with hypermethyl-
ation of promoter regions of pro-apoptotic genes, hypomethylation of drug efflux promoters, 
and also modified promoter methylation patterns of DNA repair genes [116]. Furthermore, 
global histone modification patterns may also be involved in drug resistance [117].

Sugita and colleagues conducted a study on a cohort of 80 gastric cancer patients and inves-
tigated the relationship between methylation of BNIP3 and DAPK with respect to response 
to 5-FU-based therapy. This study confirmed a relationship between poor response rate and 
methylation of one or both genes when compared to patients that did not have methyla-
tion (p = 0.003) [118]. Furthermore, a study on 112 primary colorectal patients substantiated 
that BNIP3 is methylated in CRC patients, with approximately 58% of the cohort exhibiting 
methylation [119]. Additionally, 30 patients having BNIP3 methylation were non-responsive 
to irinotecan therapy [119]. An in vitro study demonstrated that cells having a methylated 
p16Ink4A were more resistant to irinotecan-induced cell cycle arrest [120] . Cheetham and col-
leagues presented support that hypermethylation of the SPARC promoter is frequently found 
in both CRC tumor and cell lines when compared to normal colon (p = 0.03) [121]. A previous 
in vitro study by the same group showed that mRNA and protein expression of SPARC were 
low in chemoresistant tumors and thereby the authors concluded that hypermethylation of 
the SPARC promoter might be a potential mechanism of low SPARC expression, leading to 
resistance to therapy [121, 122].

Dynamic chromatin modification can also influence resistance to treatment and a publication 
by Sharma and colleagues illustrated this resistance mechanism. “Drug-tolerant persisters” 
were detected while studying the acute response of human cell lines with respect to different 
treatments. These cells remained viable in conditions where other cells failed to thrive, and 
since they were encountered at a higher frequency than expected, the authors associated this 
observation to epigenetic regulation [123]. Following several elegant experiments, the authors 
concluded that this transiently acquired drug resistant phenotype is capable of arising de novo 
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and requires the histone demethylase KDM5A/RBP2/Jarid1A. This particular histone demeth-
ylase secures a metastable chromatin state which contributes towards the ability of cells to 
tolerate drug exposure. Additionally, this chromatin state is dependent on IGF-1R signaling, 
which has also been associated with drug resistance in a number of other studies [124, 125].

3.5. Additional mechanisms

Resistance to the newest drug, trifluridine was attributed to decreased changes in expression 
of mRNA and miRNA located on chromosome 9. This could have been due to either genome 
deletion or LOH of let-7d-5p, a miRNA inversely associated to trifluridine-induced prolifera-
tive effects; hence low expression would lead to decreased effectiveness [126] .

Resistance-promoting adaptive responses include the (1) epithelial-mesenchymal transition 
(EMT) which is associated with invasive capacity, increased motility and related to chemo-
therapy, and targeted therapy resistance [38]; (2) Oncogenic bypass and pathway redundancy, 
also referred to as compensatory signaling pathway via crosstalk mechanisms is involved in 
acquired resistance to cetuximab. With EGFR deregulated, HER2, HER3, cMET, MAPK, and 
Akt are subsequently switched on and as a result, acquired resistance can ensue since some 
RTKs share signaling pathways involved in proliferation and survival [127]. (3) Activation 
of pro-survival signaling: ADAM17, known to be deregulated in CRC, is also known to be 
activated with chemotherapy and has been implicated with growth factor shedding, growth 
factor receptor activation, and drug resistance [128].

Another downstream resistance mechanism is autophagy. In CRC, BRAF V600E induces 
autophagic properties. Recently, Goulielmaki and colleagues reported that PI3K/AKT/MTOR 
inhibitors induce autophagic tumor properties, whereas RAF/MEK/ERK signaling inhibitors 
reduce expression of autophagic markers. They showed that pre-treatment of autophagy 
inhibitor 3-MA followed by its combination with BRAFV600E targeting drug PLX4720 can 
synergistically sensitize resistant colorectal tumors [129].

Another recent review highlighted the involvement of telomerase in drug resistance in cancer 
[130]. The main telomerase-related mechanism highlighted in this review included hTERT translo-
cation, hTERT and cell resistance to stress, G-quadruplex inhibitors specific, telomerase inhibition 
and the mechanism by which telomerase helps cancer cells resistance to DNA damage/apoptosis. 
Recent literature also implicates the mammalian vault complexes in drug resistance [130].

4. Conclusion

During the last decade, a number of groups have started taking a systems medicine 
approach to better understand treatment resistance in colorectal cancer. As described by 
the Coordinating Action Systems Medicine, this approach comprises the iterative and 
reciprocal feedback between clinical investigations and practice with computational, sta-
tistical and mathematical multi-scale analysis and modeling of pathogenic mechanisms, 
disease progression and remission, disease spread and cure, treatment responses and 
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adverse events, as well as disease prevention both at the epidemiological and individual 
patient level [131].

We are already witnessing a number of success stories and by integrating data, especially 
with respect to understanding mechanisms of resistance, we are now moving away from 
clinical trials directed to specific tumors towards umbrella trials (multiple molecular targets 
in a single tumor) and basket trials (single molecular abnormality across multiple cancer 
types). This evolution can be clearly seen in CRC, where we started with one gene, one drug 
approach, and moved towards a multi-gene, multi-drug approach and currently we are at a 
multi-molecular, multi-drug approach [132].

This systems medicine approach is helping to accelerate bench to bedside developments and 
an example is the EXACT trial, where treatment-refractory cancer patients are administered 
an individualized treatment concept based on prospective biomarkers assessed in a real-time 
biopsy [133].

All of the above has had a major impact on the clinic and as we can now witness, we have 
achieved a better patient stratification, earlier and more sensitive diagnostics and drug repur-
posing. Nonetheless, it is important that we continue working to overcome the major chal-
lenges we are still facing. These include, but are not limited to morphologic and molecular 
heterogeneity of cancer, treatment resistance, drug addiction, and other challenges such as 
standardization of methods, infrastructure, and cost and big data. Hence, it will be important 
to have appropriate biomarkers to inform clinicians on administering the most effective treat-
ment to the individual patient at the right time.

Acknowledgements

RB is supported by a REACH HIGH Scholars Programme – Post-Doctoral Grants. The grant 
is part-financed by the European Union, Operational Programme II — Cohesion Policy 2014–
2020 investing in human capital to create more opportunities and promote the wellbeing of 
society – European Social Fund.

Author details

Romina Briffa1,2*, Simon P. Langdon3, Godfrey Grech2 and David J. Harrison1

*Address all correspondence to: rb228@st-andrews.ac.uk

1 School of Medicine, University of St Andrews, Fife, United Kingdom

2 Department of Pathology, Faculty of Medicine and Surgery, University of Malta, Msida, 
Malta

3 Cancer Research UK Edinburgh Centre and Division of Pathology Laboratory, Institute of 
Genetics and Molecular Medicine, University of Edinburgh, Edinburgh, United Kingdom

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

71



References

[1] Bastos DA, Ribeiro SC, de Freitas D, Hoff PM. Combination therapy in high-risk stage II 
or stage III colon cancer: Current practice and future prospects. Therapeutic Advances 
in Medical Oncology 2010 Jul;2(4):261-272

[2] Weidlich S, Walsh K, Crowther D, Burczynski ME, Feuerstein G, Carey FA, et al. 
Pyrosequencing-based methods reveal marked inter-individual differences in onco-
gene mutation burden in human colorectal tumours. British Journal of Cancer. 2011 Jul 
12;105(2):246-254

[3] Rô Me Viguier J, Rie Boige V, Miquel C, Pocard M, Giraudeau B, Sabourin J-C, et al. ERCC1 
codon 118 polymorphism is a predictive factor for the tumor response to oxaliplatin/5-flu-
orouracil combination chemotherapy in patients with advanced colorectal cancer. Clinical 
Cancer Research. 2005;11(17):6212-6217

[4] Virag P, Fischer-Fodor E, Perde-Schrepler M, Brie I, Tatomir C, Balacescu L, et al. 
Oxaliplatin induces different cellular and molecular chemoresistance patterns in colorec-
tal cancer cell lines of identical origins. BMC Genomics. 2013;14(1):480

[5] Zhang B, Zhang B, Chen X, Bae S, Singh K, Washington MK, et al. Loss of Smad4 in 
colorectal cancer induces resistance to 5-fluorouracil through activating Akt pathway. 
British Journal of Cancer. 2014 Feb 18;110(4):946-957

[6] Watson RG, Muhale F, Thorne LB, Yu J, O’Neil BH, Hoskins JM, et al. Amplification of 
thymidylate synthetase in metastatic colorectal cancer patients pretreated with 5-fluoro-
uracil-based chemotherapy. European Journal of Cancer. 2017 Jun 15;46(18):3358-3364

[7] Sargent DJ, Marsoni S, Monges G, Thibodeau SN, Labianca R, Hamilton SR, et al. Defective 
mismatch repair as a predictive marker for lack of efficacy of fluorouracil-based adju-
vant therapy in colon cancer. Journal of Clinical Oncology. 2010 Jul 10;28(20):3219-3226

[8] van Triest B, Pinedo HM, van Hensbergen Y, Smid K, Telleman F, Schoenmakers PS, et al. 
Thymidylate synthase level as the main predictive parameter for sensitivity to 5-fluoro-
uracil, but not for folate-based thymidylate synthase inhibitors, in 13 nonselected colon 
cancer cell lines. Clinical Cancer Research. 1999 Mar;5(3):643-654

[9] Zhang N, Yin Y, S-J X, Chen W-S. 5-Fluorouracil: Mechanisms of resistance and reversal 
strategies. Molecules. 2008 Aug 5;13(8):1551-1569

[10] Sasaki S, Watanabe T, Kobunai T, Konishi T, Nagase H, Sugimoto Y, et al. hRFI overex-
pressed in HCT116 cells modulates Bcl-2 family proteins when treated with 5-fluoroura-
cil. Oncology Reports. 2006 May;15(5):1293-1298

[11] Guo X, Goessl E, Jin G, Collie-Duguid ESR, Cassidy J, Wang W, et al. Cell cycle perturba-
tion and acquired 5-fluorouracil chemoresistance. Anticancer Research. 2008;28(1A):9-14

[12] Shin Y-K, Yoo BC, Chang HJ, Jeon E, Hong S-H, Jung M-S, et al. Down-regulation of 
mitochondrial F1F0-ATP synthase in human colon cancer cells with induced 5-fluoro-
uracil resistance. Cancer Research. 2005 Apr 15;65(8):3162-3170

Colorectal Cancer - Diagnosis, Screening and Management72



[13] Hwang IT, Chung YM, Kim JJ, Chung JS, Kim BS, Kim HJ, et al. Drug resistance to 5-FU 
linked to reactive oxygen species modulator 1. Biochemical and Biophysical Research 
Communications. 2007 Jul 27;359(2):304-310

[14] Martinez-Balibrea E, Martínez-Cardús A, Ginés A, Ruiz de Porras V, Moutinho C, 
Layos L, et al. Tumor-related molecular mechanisms of oxaliplatin resistance. Molecular 
Cancer Therapeutics. 2015;14(8):1767-1776

[15] Van Emburgh BO, Sartore-Bianchi A, Di Nicolantonio F, Siena S, Bardelli A. Acquired 
resistance to EGFR-targeted therapies in colorectal cancer. Molecular Oncology. 2014 
Sep;8(6):1084-1094

[16] Zhao B, Wang L, Qiu H, Zhang M, Sun L, Peng P, et al. Mechanisms of resistance to anti-
EGFR therapy in colorectal cancer. Oncotarget. 2017 Jan 17;8(3):3980-4000

[17] Misale S, Di Nicolantonio F, Sartore-Bianchi A, Siena S, Bardelli A. Resistance to anti-
EGFR therapy in colorectal cancer: From heterogeneity to convergent evolution. Cancer 
Discovery. 2014;4(11):1269-1280

[18] Dienstmann R, Salazar R, Tabernero J. Overcoming resistance to anti-EGFR therapy in 
colorectal cancer. American Society of Clinical Oncology Educational Book. 2015;35: 
e149-e156

[19] Sartore-Bianchi A, Loupakis F, Argilés G, Prager GW. Challenging chemoresistant meta-
static colorectal cancer: Therapeutic strategies from the clinic and from the laboratory. 
Annals of Oncology. 2016 Aug;27(8):1456-1466

[20] Wu G, Wilson G, George J, Liddle C, Hebbard L. Overcoming treatment resistance in 
cancer: Current understanding and tactics. Cancer Letters. 2017;387:69-76

[21] Al-Hajeili M, Shields AF, Hwang JJ, Wadlow RC, Marshall JL. Molecular testing to opti-
mize and personalize decision making in the management of colorectal cancer. Oncology 
(Williston Park, N.Y.). 2017;31(4):301-312

[22] Martinez-Rivera M, Siddik ZH. Resistance and gain-of-resistance phenotypes in cancers 
harboring wild-type p53. Biochemical Pharmacology. 2012 Apr 15;83(8):1049-1062

[23] Purnapatre K, Khattar SK, Saini KS. Cytochrome P450s in the development of target-
based anticancer drugs. Cancer Letters. 2008 Jan 18;259(1):1-15

[24] Muhale FA, Wetmore BA, Thomas RS, McLeod HL. Systems pharmacology assessment 
of the 5-fluorouracil pathway. Pharmacogenomics. 2011 Mar;12(3):341-350

[25] Hasegawa S, Seike K, Koda K, Takiguchi N, Oda K, Hasegawa R, et al. Thymidine phos-
phorylase expression and efficacy of adjuvant doxifluridine in advanced colorectal can-
cer patients. Oncology Reports. 2005 Apr;13(4):621-626

[26] Griffiths L, Dachs GU, Bicknell R, Harris AL, Stratford IJ. The influence of oxygen ten-
sion and pH on the expression of platelet-derived endothelial cell growth factor/thy-
midine phosphorylase in human breast tumor cells grown in vitro and in vivo. Cancer 
Research. 1997 Feb 15;57(4):570-572

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

73



[27] Diasio RB, Beavers TL, Carpenter JT. Familial deficiency of dihydropyrimidine dehydro-
genase. Biochemical basis for familial pyrimidinemia and severe 5-fluorouracil-induced 
toxicity. The Journal of Clinical Investigation. 1988 Jan;81(1, 1):47-51

[28] Dervieux T, Meshkin B, Neri B. Pharmacogenetic testing: Proofs of principle and pharma-
coeconomic implications. Mutation Research-Fundamental and Molecular Mechanisms 
of Mutagenesis. 2005 Jun;573(1-2):180-194

[29] Tsutani Y, Yoshida K, Sanada Y, Wada Y, Konishi K, Fukushima M, et al. Decreased oro-
tate phosphoribosyltransferase activity produces 5-fluorouracil resistance in a human 
gastric cancer cell line. Oncology Reports. 2008 Dec;20(6):1545-1551

[30] Hector S, Bolanowska-Higdon W, Zdanowicz J, Hitt S, Pendyala L. In vitro studies on 
the mechanisms of oxaliplatin resistance. Cancer Chemotherapy and Pharmacology. 
2001 Nov 21;48(5):398-406

[31] Stoehlmacher J, Park DJ, Zhang W, Groshen S, Tsao-Wei DD, MC Y, et al. Association 
between glutathione S-transferase P1, T1, and M1 genetic polymorphism and survival of 
patients with metastatic colorectal cancer. Journal of the National Cancer Institute. 2002 
Jun 19;94(12):936-942

[32] Imyanitov EN, Moiseyenko VM. Molecular-based choice of cancer therapy: Realities and 
expectations. Clinica Chimica Acta. 2007 Apr;379(1-2):1-13

[33] Marcuello E, Altés A, Menoyo A, Del Rio E, Gómez-Pardo M, Baiget M. UGT1A1 gene 
variations and irinotecan treatment in patients with metastatic colorectal cancer. British 
Journal of Cancer. 2004 Aug 16;91(4):678-682

[34] Lee C, Raffaghello L, Longo VD. Starvation, detoxification, and multidrug resistance in 
cancer therapy. Drug Resistance Updates. 2012;15(1-2):114-122

[35] Vasiliou V, Vasiliou K, Nebert DW. Human ATP-binding cassette (ABC) transporter fam-
ily. Human Genomics. 2009 Apr;3(3):281-290

[36] DeGorter MK, Xia CQ, Yang JJ, Kim RB. Drug transporters in drug efficacy and toxicity. 
Annual Review of Pharmacology and Toxicology. 2012 Feb 10;52(1):249-273

[37] Pratt S, Shepard RL, Kandasamy RA, Johnston PA, Perry Iii W, Dantzig AH. The mul-
tidrug resistance protein 5 (ABCC5) confers resistance to 5-fluorouracil and transports 
its monophosphorylated metabolites. Molecular Cancer Therapeutics. May 1 2005;4(5): 
855-863

[38] Holohan C, Van Schaeybroeck S, Longley DB, Johnston PG. Cancer drug resistance: An 
evolving paradigm. Nature Reviews. Cancer. 2013 Oct;13(10):714-726

[39] Szakacs G, Paterson JK, Ludwig JA, Booth-Genthe C, Gottesman MM. Targeting mul-
tidrug resistance in cancer. Nature Reviews. Drug Discovery. 2006 Mar 1;5(3):219-234

[40] Abraham J, Earl HM, Pharoah PD, Caldas C. Pharmacogenetics of cancer chemotherapy. 
Biochimica et Biophysica Acta. 2006 Dec;1766(2):168-183

Colorectal Cancer - Diagnosis, Screening and Management74



[41] Popat S, Matakidou A, Houlston RS. Thymidylate synthase expression and prognosis in 
colorectal cancer: A systematic review and meta-analysis. Journal of Clinical Oncology. 
2004 Feb 1;22(3):529-536

[42] Etienne M-C, Chazal M, Laurent-Puig P, Magné N, Rosty C, Formento J-L, et al. 
Prognostic value of tumoral thymidylate synthase and p53 in metastatic colorectal can-
cer patients receiving fluorouracil-based chemotherapy: Phenotypic and genotypic anal-
yses. Journal of Clinical Oncology. 2002 Jun 15;20(12):2832-2843

[43] Aschele C, Sobrero A, Faderan MA, Bertino JR. Novel mechanism(s) of resistance to 
5-fluorouracil in human colon cancer (HCT-8) sublines following exposure to two dif-
ferent clinically relevant dose schedules. Cancer Research. 1992 Apr 1;52(7):1855-1864

[44] Yoo BK, Gredler R, Vozhilla N, Su Z-Z, Chen D, Forcier T, et al. Identification of genes 
conferring resistance to 5-fluorouracil. Proceedings of the National Academy of Sciences. 
2009 Aug 4;106(31):12938-12943

[45] Libra M, Navolanic PM, Talamini R, Cecchin E, Sartor F, Tumolo S, et al. Thymidylate 
synthetase mRNA levels are increased in liver metastases of colorectal cancer patients 
resistant to fluoropyrimidine-based chemotherapy. BMC Cancer. 2004 Mar 25;4:11

[46] Watson RG, Muhale F, Thorne LB, Yu J, O?Neil BH, Hoskins JM, et al. Amplification of 
thymidylate synthetase in metastatic colorectal cancer patients pretreated with 5-fluo-
rouracil-based chemotherapy. European Journal of Cancer. 2010 Dec;46(18):3358-3364

[47] Montagut C, Dalmases A, Bellosillo B, Crespo M, Pairet S, Iglesias M, et al. Identification 
of a mutation in the extracellular domain of the epidermal growth factor receptor con-
ferring cetuximab resistance in colorectal cancer. Nature Medicine. 2012 Jan 22;18(2): 
221-223

[48] Ibrahim AEK, Arends MJ. Molecular typing of colorectal cancer: Applications in diagno-
sis and treatment. Diagnostic Histopathology. 2012 Feb;18(2):70-80

[49] Sartore-Bianchi A, Moroni M, Veronese S, Carnaghi C, Bajetta E, Luppi G, et al. 
Epidermal growth factor receptor gene copy number and clinical outcome of metastatic 
colorectal cancer treated with panitumumab. Journal of Clinical Oncology. 2007 Aug 
1;25(22):3238-3245

[50] Wheeler DL, Iida M, Kruser TJ, Nechrebecki MM, Dunn EF, Armstrong EA, et al. 
Epidermal growth factor receptor cooperates with Src family kinases in acquired resis-
tance to cetuximab. Cancer Biology & Therapy. 2009 Apr;8(8):696-703

[51] Lievre A, Bachet J-B, Le Corre D, Boige V, Landi B, Emile J-F, et al. KRAS mutation status 
is predictive of response to cetuximab therapy in colorectal cancer. Cancer Research. 
2006 Apr 15;66(8):3992-3995

[52] Di Fiore F, Blanchard F, Charbonnier F, Le Pessot F, Lamy A, Galais MP, et al. Clinical 
relevance of KRAS mutation detection in metastatic colorectal cancer treated by cetux-
imab plus chemotherapy. British Journal of Cancer. 2007 Apr 23;96(8):1166-1169

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

75



[53] De Roock W, Piessevaux H, De Schutter J, Janssens M, De Hertogh G, Personeni N, 
et al. KRAS wild-type state predicts survival and is associated to early radiological 
response in metastatic colorectal cancer treated with cetuximab. Annals of Oncology. 
2008 Mar;19(3):508-515

[54] Misale S, Yaeger R, Hobor S, Scala E, Janakiraman M, Liska D, et al. Emergence of KRAS 
mutations and acquired resistance to anti-EGFR therapy in colorectal cancer. Nature. 
2012 Jun 13;486(7404):532-536

[55] Lee AJX, Endesfelder D, Rowan AJ, Walther A, Birkbak NJ, Futreal PA, et al. Chromo-
somal instability confers intrinsic multidrug resistance. Cancer Research. 2011 Mar 1; 
71(5):1858-1870

[56] Samuels Y, Velculescu VE. Oncogenic mutations of PIK3CA in human cancers. Cell 
Cycle. 2004 Oct 12;3(10):1221-1224

[57] Arnold CN, Goel A, Boland CR. Role of hMLH1 promoter hypermethylation in drug 
resistance to 5-fluorouracil in colorectal cancer cell lines. International Journal of Cancer. 
2003 Aug 10;106(1):66-73

[58] Hewish M, Lord CJ, Martin SA, Cunningham D, Ashworth A. Mismatch repair defi-
cient colorectal cancer in the era of personalized treatment. Nature Reviews. Clinical 
Oncology. 2010 Apr 23;7(4):197-208

[59] Veigl ML, Kasturi L, Olechnowicz J, Ma AH, Lutterbaugh JD, Periyasamy S, et al. Biallelic 
inactivation of hMLH1 by epigenetic gene silencing, a novel mechanism causing human 
MSI cancers. Proceedings of the National Academy of Sciences of the United States of 
America. 1998 Jul 21;95(15):8698-8702

[60] Ye L, Jiang T, Shao H, Zhong L, Wang Z, Liu Y, et al. miR-1290 Is a biomarker in DNA-
mismatch-repair-deficient colon cancer and promotes resistance to 5-fluorouracil by 
directly targeting hMSH2. Molecular Therapy. Nucleic Acids. 2017;7:453-464

[61] Carethers JM, Chauhan DP, Fink D, Nebel S, Bresalier RS, Howell SB, et al. Mismatch 
repair proficiency and in vitro response to 5-fluorouracil. Gastroenterology. 1999 
Jul;117(1):123-131

[62] Carethers JM, Smith EJ, Behling CA, Nguyen L, Tajima A, Doctolero RT, et al. Use of 
5-fluorouracil and survival in patients with microsatellite-unstable colorectal cancer. 
Gastroenterology. 2004 Feb;126(2):394-401

[63] Tajima A, Hess MT, Cabrera BL, Kolodner RD, Carethers JM. The mismatch repair com-
plex hMutS alpha recognizes 5-fluorouracil-modified DNA: Implications for chemosen-
sitivity and resistance. Gastroenterology. 2004 Dec;127(6):1678-1684

[64] Martinez-Cardús A, Martinez-Balibrea E, Bandrés E, Malumbres R, Ginés A, Manzano 
JL, et al. Pharmacogenomic approach for the identification of novel determinants of 
acquired resistance to oxaliplatin in colorectal cancer. Molecular Cancer Therapeutics. 
2009;8(1):194-202

Colorectal Cancer - Diagnosis, Screening and Management76



[65] Chaney SG, Campbell SL, Bassett E, Wu Y. Recognition and processing of cisplatin- and 
oxaliplatin-DNA adducts. Critical Reviews in Oncology/Hematology. 2005 Jan;53(1):3-11

[66] Shirota Y, Stoehlmacher J, Brabender J, Xiong Y-P, Uetake H, Danenberg KD, et al. 
ERCC1 and thymidylate synthase mRNA levels predict survival for colorectal cancer 
patients receiving combination oxaliplatin and fluorouracil chemotherapy. Journal of 
Clinical Oncology. 2001 Dec 1;19(23):4298-4304

[67] Stoehlmacher J, Ghaderi V, Iobal S, Groshen S, Tsao-Wei D, Park D, et al. A polymor-
phism of the XRCC1 gene predicts for response to platinum based treatment in advanced 
colorectal cancer. Anticancer Research. 2001;21(4B):3075-3079

[68] O’Connor PM, Jackman J, Bae I, Myers TG, Fan S, Mutoh M, et al. Characterization of 
the p53 tumor suppressor pathway in cell lines of the National Cancer Institute antican-
cer drug screen and correlations with the growth-inhibitory potency of 123 anticancer 
agents. Cancer Research. 1997 Oct 1;57(19):4285-4300

[69] Russo A, Bazan V, Iacopetta B, Kerr D, Soussi T, Gebbia N, et al. The TP53 colorectal 
cancer international collaborative study on the prognostic and predictive significance of 
p53 mutation: Influence of tumor site, type of mutation, and adjuvant treatment. Journal 
of Clinical Oncology. 2005 Oct 20;23(30):7518-7528

[70] Ahmed IAM, Kelly SB, Anderson JJ, Angus B, Challen C, Lunec J. The predictive value 
of p53 and p33 (ING1b) in patients with Dukes’C colorectal cancer. Colorectal Disease. 
2008 May;10(4):344-351

[71] Fulda S, Debatin K-M. Extrinsic versus intrinsic apoptosis pathways in anticancer che-
motherapy. Oncogene. 2006 Aug 7;25(34):4798-4811

[72] Indran IR, Tufo G, Pervaiz S, Brenner C. Recent advances in apoptosis, mitochondria and 
drug resistance in cancer cells. Biochimica et Biophysica Acta (BBA) – Bioenergetics. 2011 
Jun;1807(6):735-745

[73] Yang SY, Sales KM, Fuller B, Seifalian AM, Winslet MC. Apoptosis and colorectal cancer: 
Implications for therapy. Trends in Molecular Medicine. 2009 May;15(5):225-233

[74] Gourdier I, Del Rio M, Crabbé L, Candeil L, Copois V, Ychou M, et al. Drug specific 
resistance to oxaliplatin is associated with apoptosis defect in a cellular model of colon 
carcinoma. FEBS Letters. 2002 Oct 9;529(2-3):232-236

[75] Li F, Sethi G. Targeting transcription factor NF-κB to overcome chemoresistance and 
radioresistance in cancer therapy. Biochimica et Biophysica Acta (BBA) – Reviews on 
Cancer. 2010 Apr;1805(2):167-180

[76] Fukuyama R, Ng KP, Cicek M, Kelleher C, Niculaita R, Casey G, et al. Role of IKK and 
oscillatory NFκB kinetics in MMP-9 gene expression and chemoresistance to 5-fluoro-
uracil in RKO colorectal cancer cells. Molecular Carcinogenesis. 2007 May;46(5):402-413

[77] Jani TS, DeVecchio J, Mazumdar T, Agyeman A, Houghton JA. Inhibition of NF-κB sig-
naling by quinacrine is cytotoxic to human colon carcinoma cell lines and is synergistic 

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

77



in combination with tumor necrosis factor-related apoptosis-inducing ligand (TRAIL) or 
oxaliplatin. The Journal of Biological Chemistry. 2010 Jun 18;285(25):19162-19172

[78] Garcia MA, Carrasco E, Aguilera M, Alvarez P, Rivas C, Campos JM, et al. The chemothera-
peutic drug 5-fluorouracil promotes PKR-mediated apoptosis in a p53- independent man-
ner in colon and breast cancer cells. Ulasov I, editor. PLoS One 2011 Aug 24;6(8):e23887

[79] Liu S, Wang J, Niu W, Liu E, Wang J, Peng C, et al. The β6-integrin-ERK/MAP kinase path-
way contributes to chemo resistance in colon cancer. Cancer Letters. 2013 Jan 28;328(2): 
325-334

[80] Christofk HR, Vander Heiden MG, Harris MH, Ramanathan A, Gerszten RE, Wei R, 
et al. The M2 splice isoform of pyruvate kinase is important for cancer metabolism and 
tumour growth. Nature. 2008 Mar 13;452(7184):230-233

[81] Derdak Z, Mark NM, Beldi G, Robson SC, Wands JR, Baffy G. The mitochondrial uncou-
pling protein-2 promotes chemoresistance in cancer cells. Cancer Research. 2008 Apr 
15;68(8):2813-2819

[82] Bensinger SJ, Christofk HR. New aspects of the Warburg effect in cancer cell biology. 
Seminars in Cell & Developmental Biology. 2012 Jun;23(4):352-361

[83] Ayyasamy V, Owens KM, Desouki MM, Liang P, Bakin A, Thangaraj K, et al. Cellular 
model of Warburg effect identifies tumor promoting function of UCP2 in breast cancer 
and its suppression by genipin. Lewin A, editor. PLoS One 2011 Sep 15;6(9):e24792

[84] Warburg O, Wind F, Negelein E. The metabolism of tumors in the body. The Journal of 
General Physiology. 1927 Mar 7;8(6):519-530

[85] Tong X, Zhao F, Mancuso A, Gruber JJ, Thompson CB. The glucose-responsive tran-
scription factor ChREBP contributes to glucose-dependent anabolic synthesis and cell 
proliferation. Proceedings of the National Academy of Sciences. 2009 Dec 22;106(51): 
21660-21665

[86] Pelicano H, Martin DS, R-H X, Huang P. Glycolysis inhibition for anticancer treatment. 
Oncogene. 2006 Aug 7;25(34):4633-4646

[87] Erler JT, Cawthorne CJ, Williams KJ, Koritzinsky M, Wouters BG, Wilson C, et al. 
Hypoxia-mediated down-regulation of Bid and Bax in tumors occurs via hypoxia-
inducible factor 1-dependent and -independent mechanisms and contributes to drug 
resistance. Molecular and Cellular Biology. 2004 Apr;24(7):2875-2889

[88] Kuai X-Y, Ji Z-Y, Zhang H-J. Mitochondrial uncoupling protein 2 expression in colon 
cancer and its clinical significance. World Journal of Gastroenterology. 2010 Dec 7;16(45): 
5773-5778

[89] Rousset S, Mozo J, Dujardin G, Emre Y, Masscheleyn S, Ricquier D, et al. UCP2 is a 
mitochondrial transporter with an unusual very short half-life. FEBS Letters. 2007 Feb 
6;581(3):479-482

[90] Arsenijevic D, Onuma H, Pecqueur C, Raimbault S, Manning BS, Miroux B, et al. 
Disruption of the uncoupling protein-2 gene in mice reveals a role in immunity and 
reactive oxygen species production. Nature Genetics. 2000 Dec 1;26(4):435-439

Colorectal Cancer - Diagnosis, Screening and Management78



[91] Horimoto M, Resnick MB, Konkin TA, Routhier J, Wands JR, Baffy G. Expression of uncou-
pling protein-2 in human colon cancer. Clinical Cancer Research. 2004 Sep 15;10(18): 
6203-6207

[92] Sánchez-Aragó M, Cuezva JM. The bioenergetic signature of isogenic colon cancer cells 
predicts the cell death response to treatment with 3-bromopyruvate, iodoacetate or 
5-fluorouracil. Journal of Translational Medicine. 2011 Feb 8;9:19

[93] Ward C, Langdon SP, Mullen P, Harris AL, Harrison DJ, Supuran CT, et al. New strat-
egies for targeting the hypoxic tumour microenvironment in breast cancer. Cancer 
Treatment Reviews. 2013 Apr;39(2):171-179

[94] Bristow RG, Hill RP. Hypoxia and metabolism: Hypoxia, DNA repair and genetic insta-
bility. Nature Reviews. Cancer. 2008 Mar;8(3):180-192

[95] Zhang J, Roberts TM, Shivdasani RA. Targeting PI3K signaling as a therapeutic 
approach for colorectal cancer. Gastroenterology. 2011 Jul;141(1):50-61

[96] Semenza GL. Targeting HIF-1 for cancer therapy. Nature Reviews. Cancer. 2003 Oct; 
3(10):721-732

[97] Pritchard CC, Grady WM. Colorectal cancer molecular biology moves into clinical 
practice. Gut. 2011 Jan 1;60(1):116-129

[98] Papageorgis P, Cheng K, Ozturk S, Gong Y, Lambert AW, Abdolmaleky HM, et al. 
Smad4 inactivation promotes malignancy and drug resistance of colon cancer. Cancer 
Research. 2011 Feb 1;71(3):998-1008

[99] Sosa V, Moliné T, Somoza R, Paciucci R, Kondoh H, LLeonart ME. Oxidative stress and 
cancer: An overview. Ageing Research Reviews. 2013 Jan;12(1):376-390

[100] Tamada M, Nagano O, Tateyama S, Ohmura M, Yae T, Ishimoto T, et al. Modulation of 
glucose metabolism by CD44 contributes to antioxidant status and drug resistance in 
cancer cells. Cancer Research. 2012 Mar 15;72(6):1438-1448

[101] Greaves M, Maley CC. Clonal evolution in cancer. Nature. 2012 Jan 18;481(7381):306-313

[102] Gillies RJ, Verduzco D, Gatenby RA. Evolutionary dynamics of carcinogenesis and why 
targeted therapy does not work. Nature Reviews. Cancer. 2012 Jun 14;12(7):487-493

[103] Diaz Jr LA, Williams RT, Wu J, Kinde I, Hecht JR, Berlin J, et al. The molecular evolution 
of acquired resistance to targeted EGFR blockade in colorectal cancers. Nature 2012 Jun 
13;486(7404):537-540

[104] Longley DB, Allen WL, Johnston PG. Drug resistance, predictive markers and phar-
macogenomics in colorectal cancer. Biochimica et Biophysica Acta (BBA) – Reviews on 
Cancer. 2006 Dec;1766(2):184-196

[105] Tentes IK, Schmidt WM, Krupitza G, Steger GG, Mikulits W, Kortsaris A, et al. Long-
term persistence of acquired resistance to 5-fluorouracil in the colon cancer cell line 
SW620. Experimental Cell Research. 2010 Nov;316(19):3172-3181

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

79



[106] Gerlinger M, Rowan AJ, Horswell S, Larkin J, Endesfelder D, Gronroos E, et al. Intratumor 
Heterogeneity and Branched Evolution Revealed by Multiregion Sequencing. The New 
England Journal of Medicine. 2012 Mar 8;366(10):883-892

[107] Marusyk A, Polyak K. Tumor heterogeneity: Causes and consequences. Biochimica et 
Biophysica Acta (BBA) – Reviews on Cancer. 2010 Jan;1805(1):105-117

[108] McGranahan N, Burrell RA, Endesfelder D, Novelli MR, Swanton C. Cancer chromo-
somal instability: Therapeutic and diagnostic challenges. EMBO Reports. 2012 May 
18;13(6):528-538

[109] Barratt PL, Seymour MT, Stenning SP, Georgiades I, Walker C, Birbeck K, et al. DNA 
markers predicting benefit from adjuvant fluorouracil in patients with colon cancer: A 
molecular study. Lancet (London, England). 2002 Nov 2;360(9343):1381-1391

[110] Marusyk A, Almendro V, Polyak K. Intra-tumour heterogeneity: A looking glass for 
cancer? Nature Reviews. Cancer. 2012 Apr 19;12(5):323-334

[111] Urbach D, Lupien M, Karagas MR, Moore JH. Cancer heterogeneity: Origins and impli-
cations for genetic association studies. Trends in Genetics. 2012 Nov;28(11):538-543

[112] Crea F, Nobili S, Paolicchi E, Perrone G, Napoli C, Landini I, et al. Epigenetics and 
chemoresistance in colorectal cancer: An opportunity for treatment tailoring and novel 
therapeutic strategies. Drug Resistance Updates. 2011 Dec;14(6):280-296

[113] Kelly TK, De Carvalho DD, Jones PA. Epigenetic modifications as therapeutic targets. 
Nature Biotechnology. 2010 Oct 13;28(10):1069-1078

[114] Jeggo PA, L?brich M. Contribution of DNA repair and cell cycle checkpoint arrest to 
the maintenance of genomic stability. DNA Repair (Amst). 2006 Sep 8;5(9-10):1192-1198

[115] Lahtz C, Pfeifer GP. Epigenetic changes of DNA repair genes in cancer. Journal of 
Molecular Cell Biology. 2011 Feb;3(1):51-58

[116] Wilting RH, Dannenberg J-H. Epigenetic mechanisms in tumorigenesis, tumor cell het-
erogeneity and drug resistance. Drug Resistance Updates. 2012 Feb;15(1-2):21-38

[117] Feinberg AP, Ohlsson R, Henikoff S. The epigenetic progenitor origin of human cancer. 
Nature Reviews. Genetics. 2006 Jan 1;7(1):21-33

[118] Sugita H, Iida S, Inokuchi M, Kato K, Ishiguro M, Ishikawa T, et al. Methylation of 
BNIP3 and DAPK indicates lower response to chemotherapy and poor prognosis in 
gastric cancer. Oncology Reports. 2011 Feb 1;25(2):513-518

[119] Shimizu S, Iida S, Ishiguro M, Uetake H, Ishikawa T, Takagi Y, et al. Methylated BNIP3 
gene in colorectal cancer prognosis. Oncology Letters. 2010 Sep 1;1(5):865-872

[120] Crea F, Giovannetti E, Cortesi F, Mey V, Nannizzi S, Gallegos Ruiz MI, et al. Epigenetic 
mechanisms of irinotecan sensitivity in colorectal cancer cell lines. Molecular Cancer 
Therapeutics. 2009 Jul 1;8(7):1964-1973

[121] Cheetham S, Tang MJ, Mesak F, Kennecke H, Owen D, Tai IT. SPARC promoter hyper-
methylation in colorectal cancers can be reversed by 5-Aza-2′deoxycytidine to increase 

Colorectal Cancer - Diagnosis, Screening and Management80



SPARC expression and improve therapy response. British Journal of Cancer. 2008 Jun 
3;98(11):1810-1819

[122] Tai IT, Dai M, Owen DA, Chen LB. Genome-wide expression analysis of therapy-resis-
tant tumors reveals SPARC as a novel target for cancer therapy. The Journal of Clinical 
Investigation. 2005 Jun;115(6):1492-1502

[123] Sharma SV, Lee DY, Li B, Quinlan MP, Takahashi F, Maheswaran S, et al. A chromatin-
mediated reversible drug-tolerant state in cancer cell subpopulations. Cell. 2010 Apr 
2;141(1):69-80

[124] Spitzner M, Emons G, Kramer F, Gaedcke J, Rave-Frank M, Scharf J-G, et al. A gene 
expression signature for chemoradiosensitivity of colorectal cancer cells. International 
Journal of Radiation Oncology. 2010 Nov 15;78(4):1184-1192

[125] Dallas NA, Xia L, Fan F, Gray MJ, Gaur P, van Buren G, et al. Chemoresistant colorectal 
cancer cells, the cancer stem cell phenotype, and increased sensitivity to insulin-like 
growth factor-I receptor inhibition. Cancer Research. March 1 2009;69(5):1951-1957

[126] Tsunekuni K, Konno M, Asai A, Koseki J, Kobunai T, Takechi T, et al. MicroRNA pro-
files involved in trifluridine resistance. Oncotarget. 2017;8:53017-53027

[127] Wheeler DL, Huang S, Kruser TJ, Nechrebecki MM, Armstrong EA, Benavente S, et al. 
Mechanisms of acquired resistance to cetuximab: Role of HER (ErbB) family members. 
Oncogene. 2008 Jun 26;27(28):3944-3956

[128] Kyula JN, Van Schaeybroeck S, Doherty J, Fenning CS, Longley DB, Johnston 
PG. Chemotherapy-induced activation of ADAM-17: A novel mechanism of drug resis-
tance in colorectal cancer. Clinical Cancer Research. 2010 Jul 1;16(13):3378-3389

[129] Goulielmaki M, Koustas E, Moysidou E, Vlassi M, Sasazuki T, Shirasawa S, et al. BRAF 
associated autophagy exploitation: BRAF and autophagy inhibitors synergise to effi-
ciently overcome resistance of BRAF mutant colorectal cancer cells. Oncotarget. 2016 
Feb 22;7(8):9188-9221

[130] Lipinska N, Romaniuk A, Paszel-Jaworska A, Toton E, Kopczynski P, Rubis B. Telomerase 
and drug resistance in cancer. Cellular and Molecular Life Sciences. 2017 Jun;16:1-12

[131] CASYM Europe. CASyM and the Road to Systems Medicine [Internet]. Available from: 
https://www.casym.eu/casym-systems-medicine [Accessed Jul 21, 2017]

[132] Dienstmann R, Vermeulen L, Guinney J, Kopetz S, Tejpar S, Tabernero J. Consensus 
molecular subtypes and the evolution of precision medicine in colorectal cancer. Nature 
Reviews. Cancer. 2017 Jan 4;17(2):79-92

[133] Prager G, Mader RM, Wrba F, Zielinski C. The EXACT trial: An individualized treat-
ment protocol for solid tumors. Journal of Clinical Oncology. 2014 May 20;32(15 
Suppl):e14002-e14002

Acquired and Intrinsic Resistance to Colorectal Cancer Treatment
http://dx.doi.org/10.5772/intechopen.70781

81




	Chapter 4
Acquired and Intrinsic Resistance to Colorectal Cancer Treatment

