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Abstract: Chromosome instability (CIN) refers to an ongoing rate of chromosomal changes and is a
driver of genetic, cell-to-cell heterogeneity. It is an aberrant phenotype that is intimately associated
with cancer development and progression. The presence, extent, and level of CIN has tremendous
implications for the clinical management and outcomes of those living with cancer. Despite its
relevance in cancer, there is still extensive misuse of the term CIN, and this has adversely impacted
our ability to identify and characterize the molecular determinants of CIN. Though several decades
of genetic research have provided insight into CIN, the molecular determinants remain largely
unknown, which severely limits its clinical potential. In this review, we provide a definition of CIN,
describe the two main types, and discuss how it differs from aneuploidy. We subsequently detail its
impact on cancer development and progression, and describe how it influences metastatic potential
with reference to cancer prognosis and outcomes. Finally, we end with a discussion of how CIN
induces genetic heterogeneity to influence the use and efficacy of several precision medicine strategies,
including patient and risk stratification, as well as its impact on the acquisition of drug resistance and
disease recurrence.
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1. Introduction

For over a century, cancer researchers and oncologists have sought to identify and characterize
the molecular determinants (e.g., defective genes, proteins, and cellular pathways) driving cancer
development and progression to influence health outcomes. Since the original identification of the
Philadelphia chromosome in 1959 [1] and the subsequent discovery of the BCR:ABL fusion [2] in
chronic myelogenous leukemia, significant efforts have been aimed at identifying the causative genes
driving cancer pathogenesis. Traditionally, this quest was fueled by the singular goal of identifying the
genetic aberrations exhibiting similar causal relationships in other cancer types; however, it became
readily apparent that this cause (BCR:ABL) and effect (chronic myelogenous leukemia) relationship
was more an exception than the rule. Indeed, recent efforts, including both small and large scale
cancer genome sequencing projects, have determined that the majority of genetic alterations in a given
cancer type are not shared among patients [3,4]. In fact, many cancers exhibit a striking degree of
genetic heterogeneity encompassing both small (e.g., single nucleotide alterations, small insertions,
or deletions) and large (e.g., gene amplifications/deletions, complex chromosome alterations, and
whole chromosome gains/losses) scale alterations. This degree of genetic complexity challenged the
classically held belief that genetic alterations of only a small subset of genes were required to drive
cancer pathogenesis [5]. Accordingly, there is now a renewed focus on identifying and characterizing
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the molecular determinants of genome instability, as well as determining their impact on disease
development, progression, drug resistance, and clinical outcomes [6,7].

2. Genome and Chromosome Instability; Definition and Types of CIN

Genome instability is an enabling hallmark of cancer [8] that facilitates the acquisition of genetic
alterations that are instrumental to the development and progression of virtually all cancer types [9].
In general, genome instability describes a succession of genetic alterations within a cell that can
include changes in the primary nucleic acid sequence (mutations, insertions, or deletions), chromosome
rearrangements (translocations), and aneuploidy (single, multiple, or entire sets of chromosomes are
gained or lost). Thus, the term ‘genome instability’ globally defines a spectrum of genetic aberrations
ranging from subtle nucleotide changes to extreme genomic changes, including numerical and structural
chromosome defects.

While numerous aberrant pathways underlie genome instability (e.g., microsatellite instability
(MSI) and CpG island methylator phenotype (CIMP)), chromosome instability (CIN)—or ongoing
changes in chromosome complements—is arguably one of the most prevalent but least understood
mechanisms. CIN is defined as an increase in the ‘rate’ at which whole chromosomes or large
chromosome fragments are gained or lost, and is a driver of cell-to-cell heterogeneity [10]. Thus, the
accurate assessment of CIN mandates the use of either: (1) quantitative approaches that are capable of
assessing chromosome changes within a continuously growing clonal-derived population over time
(temporal) such that a ‘rate’ of change can be calculated or (2) single cell approaches that are capable of
quantifying cell-to-cell heterogeneity in genetic and/or chromosome changes within a population of
cells at given time point (endpoint) [11]. Furthermore, there are critical distinctions within the CIN
phenotype itself, as it can be further subdivided into two main categories: (1) numerical CIN (N-CIN),
which involves gains or losses of whole chromosomes, and (2) structural CIN (S-CIN), which describes
changes involving large chromosome fragments that can include rearrangements, translocations,
amplifications, or deletions. Distinguishing between N- and S-CIN can provide important insights
into the etiological origins of CIN, as mitotic defects such as chromosome congression, segregation,
or cytokinesis errors typically lead to N-CIN, while genotoxic stress, telomere dysfunction, and
defective DNA double strand break repair are most often associated with S-CIN [12]. However, it
should be noted that N- and S-CIN are not mutually exclusive, and that both can co-exist within a
given cell or tumor (reviewed in [11]).

2.1. Critical Distinctions Between Aneuploidy and CIN

It is important to note that aneuploidy is not synonymous with CIN, as aneuploidy describes a ‘state’
of abnormal chromosome numbers, whereas CIN defines an ongoing ‘rate’ of change in chromosome
complements. This distinction is critical, as there are a number of genetic syndromes in which all
cells in the human body are aneuploid but do not inherently exhibit CIN. For example, cells from
individuals with Patau syndrome (trisomy 13), Edward syndrome (trisomy 18) and Down syndrome
(trisomy 21), or those from Klinefelter and Jacob syndromes (harbor an extra sex chromosomes),
all contain 47 chromosomes and therefore exhibit an aneuploid ‘state,’ rather than an ongoing ‘rate’
of chromosome changes. Interestingly, some of these syndromes are associated with an increased
risk of developing cancer [13], raising the possibility that aneuploidy may promote CIN in certain
individuals or tissues. Accordingly, it remains to be determined whether congenital aneuploidies are
associated with CIN, as evidence exists to suggest that some congenital aneuploidies may promote
CIN, at least in amniocytes [14,15]. Nevertheless, the fact that none of these congenital aneuploidies
confer a 100% risk indicates that the aneuploid ‘state’ by itself is not sufficient to induce cancer. Apart
from the genetic syndromes listed above, aneuploidy may also arise as a stochastic response to cellular
stresses that interfere with normal chromosome transmission to daughter cells and is often associated
with decreased cell fitness [16]. In this context, the presence of aneuploidy is often associated with
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accelerated senescence, proliferation defects, apoptosis, and cell death [17,18], which contrast with the
phenotypes typically associated with CIN and oncogenesis.

A fundamental issue in distinguishing between aneuploidy and CIN is that cytogeneticists
typically ascribe a single modal karyotype (e.g., population average) to a given clinical sample or
experimental condition, which effectively negates the cell-to-cell heterogeneity indicative of CIN.
This is particularly relevant in the context of numerous genetic studies showing that aneuploid cells
frequently exhibit phenotypic defects in many of the same pathways that cause CIN, including increases
in micronucleus formation, chromosome missegregation events, cytokinetic defects, and anaphase
bridges [19]. Thus, it is critical that researchers employ more accurate tools and approaches to clearly
distinguish between aneuploidy and/or CIN (N- or S-CIN) within their studies (reviewed in [11]).

2.2. Fundamental Concepts in Assessing CIN: Benefits and Limitations

As indicated above, there are two general strategies to assess CIN: (1) quantifying ongoing
changes in chromosome complements of a cell and its progeny over time (temporal approach) or,
(2) quantifying the cell-to-cell heterogeneity existing within a given population at a single time point
(endpoint approach). In general, temporal approaches for either experimental or clinical purposes
require the repeated sampling and analysis of cellular populations over time. This can be more
easily achieved in laboratory settings through the use of continual, long-term culturing techniques,
but this repeated sampling becomes more complicated in clinical settings due to the complexities
associated with different cancer types. For example, tumor cells can be readily isolated and assessed
from hematological malignancies through repeat phlebotomies, while solid tumors could conceivably
be assessed through repeat biopsies, although repeat biopsies are associated with an increased risk for
metastatic spread [20,21] (see Section 6.1). Alternatively, minimally invasive approaches including
the isolation and analysis of circulating tumor cells (CTCs) or tumor cells isolated from serial ascites
samples (fluid accumulation within the peritoneal cavity containing tumor cells) could be employed;
however, ascites is only associated with certain tumor types and in only a small subset of individuals.
In fact, Penner-Goeke and colleagues [22] recently identified unique temporal dynamics for CIN in
drug-resistant and recurrent high-grade serous ovarian cancer. Furthermore, while the temporal
approach allows for the calculation of an exact ‘rate’ of change, it is limited in that CIN is a highly
heterogeneous phenotype that is not expected to be associated with a single ‘rate’—rather, a spectrum
of rates within a given population. Consequently, the temporal approach is impacted by selection bias,
particularly as it relates to the number of clonal populations selected and quantitatively assessed from
a given sample or condition. In addition, the specific ongoing changes in chromosome complements is
expected to impact several key factors, including proliferation and viability, that direct population
evolution and influence genetic drift over time. Finally, due to the need to assess clonally-derived
populations over time, this approach is generally limited to experimental research/conditions and
is not typically employed within the clinic due to the technical challenges associated with isolating
individual cells and expanding them in vitro (e.g., artificial growth conditions) that may inadvertently
introduce selective pressures that impact the outcomes.

Based on the limitations associated with the temporal approach, substantial efforts have been
directed towards the development of single cell, endpoint approaches that are capable of quantifying
the product of CIN, specifically the cell-to-cell heterogeneity contained within a given population
rather than a specific cell lineage. A large number of single cell approaches including microscopy, flow
cytometry, next generation DNA sequencing, and copy number analysis have been devised that are
capable of assessing CIN phenotypes, such as changes in chromosome numbers by standard cytogenetic
staining [23] or the use of chromosome enumeration probes and whole chromosome paints [24,25],
along with more recent technological advancements including single cell DNA sequencing or copy
number variation [26,27]. Single cell approaches have also been developed to quantify and compare
surrogate markers of CIN (e.g., CIN-associated phenotypes), including micronucleus formation [28,29]
and changes in nuclear areas [29] or human artificial chromosomes [30]. Conceptually, micronuclei
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are extra nuclear bodies that are found outside the primary nucleus and are hallmarks of CIN that
typically arise due to chromosome missegregation events [31–33], while changes in nuclear areas
and human artificial chromosomes are associated with small and large (i.e., ploidy) scale changes
in DNA content, respectively [30,34–38]. These approaches typically involve quantitative imaging
microscopy or flow cytometry that are each capable of rapidly assessing CIN-associated phenotypes in
hundreds-to-thousands of cells [28,29,39]. In any case, numerous complementary single cell approaches
have been developed that can provide critical insight into the prevalence of cell-to-cell heterogeneity
and CIN within experimental and clinical contexts.

The fundamental goals of endpoint analyses are to quantify and statistically report on the
cell-to-cell heterogeneity contained within and between experimental or clinical conditions while not
employing population averaging, as that would mask the heterogeneity. The key benefits of these
approaches are that they are rapid, cost effective, and amenable to screens involving experimental or
clinical samples. However, unlike the temporal approaches, endpoint analyses provide only a single
‘snapshot’ of the genome and therefore provide only limited temporal insight into clonal or population
evolution. In any case, endpoint approaches offer unparalleled insight into the level of cell-to-cell
heterogeneity and population diversity associated with CIN. For example, these endpoint approaches
and subsequent cytogenetic validation have been instrumental in expanding our understanding of
the molecular determinants of CIN, which includes genes regulating chromosome cohesion and
condensation [35,36,40–42], histone modifications [43–46], microtubule motor proteins [34,47], and
ubiquitin regulating complexes [37,48,49]. Only once these single cell approaches are more readily
applied in both experimental and clinical contexts will we begin to expand our current understanding of
the intimate and causal relationships existing between CIN and cancer so that we can ultimately realize
its clinical potential in enhancing case management and predicting clinical outcomes. What follows are
brief discussions detailing our current understanding of CIN and its impact on: (1) cancer development
and progression, (2) metastatic potential, (3) cancer prognosis, and (4) the development of precision
medicine strategies to combat cancer.

3. The impact of CIN on Cancer Development and Progression

Decades of fundamental and clinical research have shown that CIN has tremendous implications
in cancer development, progression, and clinical outcomes (Figure 1). For example, CIN is associated
with cellular transformation [9,50], tumor evolution and progression including intertumoral and
intratumoral heterogeneity [51–53], metastasis [54–56], and the acquisition of drug resistance [57,58].
Thus, it is perhaps unsurprising that the presence of CIN is typically associated with worse patient
outcomes [59–62]. However, it is interesting to note that there are a small subset of cancers in which
the presence of CIN corresponds with improved survival [63–65]. Collectively, an extensive body of
evidence exists to suggest that low-to-intermediate levels of CIN may be a driving force in cancer,
while reduced tumor cell viability may be associated with extreme levels of CIN, which is a common
therapeutic strategy employed to selectively kill cancer cells (reviewed in [66,67]). Nevertheless,
and despite these associations, the aberrant molecular determinants inducing CIN remain poorly
understood. In fact, of the ~2300 CIN genes (i.e., genes whose aberrant expression induces CIN)
predicted to exist [34,68], fewer than 150 have been identified and validated to date. Furthermore,
of those that have been identified, most encode functions within intuitive pathways that orchestrate
chromosome dynamics and/or DNA repair, including chromosome segregation [12,69], sister chromatid
cohesion [36,40,41], chromosome condensation [35,42], mitotic spindle dynamics [69–71], spindle
assembly/mitotic checkpoint [72–75], kinetochore–microtubule attachments [34,76–79], centrosome
dynamics [80–82], telomere biology [83–85], and DNA replication and repair [12,86,87]. Thus, significant
efforts are required to greatly advance our limited understanding of the molecular determinants of
CIN and their implications for cancer development, particularly as CIN pertains to intertumoral and
intratumoral heterogeneity.
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Figure 1. The impact of chromosome instability (CIN) on key features of cancer development, 
progression, and outcomes. A schematic depicting the central impact CIN has on early tumorigenic 
events (cellular transformation), tumor evolution (intratumoral heterogeneity), disease progression 
(metastasis), and the development of chemoresistance (multi-drug resistance), all of which are often 
associated with poor patient outcomes. Dotted lines identify proposed relationships, while solid lines 
identify established relationships. 

The Relationship between CIN and Intertumoral and Intratumoral Heterogeneity 

The genetic heterogeneity and diversity contained within tumors that are driven by CIN greatly 
impacts disease response and clinical outcomes and therefore pose significant challenges for clinical 
management [88]. Pathologists have long since recognized the morphologic changes and cell-to-cell 
heterogeneity present within tumors. In fact, the intertumoral heterogeneity observed between 
patients and the intratumoral heterogeneity present within the same patient form the basis for the 
histological classification of tumors [89,90]. In addition, oncologists have noted for decades the 
heterogeneous responses of tumors to chemotherapy—some tumors decrease in size (cytotoxic 
effect), whereas others remain unchanged (cytostatic) or continue to grow (refractory) [91,92]. While 
there are a number of biological explanations for these diverse responses, a unifying feature in the 
response may be the presence, extent, and level of CIN contained within a given tumor. 

By its very nature, CIN drives intratumoral heterogeneity and has tremendous clinical 
implications for disease progression, response, and outcomes [53,88,93,94]. Thus, malignant tumors 
exhibiting CIN are highly heterogeneous at numerous levels, including those of the molecular 
(genetic), cellular, tissue, and human population [51,95]. For example, solid tumors are comprised of 
neoplastic cells constituting the tumor parenchyma and reactive stroma, as well as the structural 
component comprised of connective tissues, the extracellular matrix, blood vessels, and cells of the 
adaptive and innate immune systems [96]. Analyses of biopsied materials collected from distinct 
tumor regions [97,98] along with repeated sampling over time [22,99] have identified significant cell-
to-cell heterogeneity and ongoing genetic changes, respectively. Furthermore, patient-specific 
sequencing has also identified genetic heterogeneity as existing between primary and metastatic 
lesions (see Section 4) within the same patient and that is indicative of CIN and tumor evolution 
[100,101]. Finally, while it is well established that individuals diagnosed with the same cancer type 
share key aberrant genetic events, most exhibit distinct genetic differences between patients (i.e., 
intertumoral heterogeneity) [102,103]. Collectively, the above observations are indicative of CIN, and 
thus it is not surprising that CIN plays a central role in driving the cell-to-cell heterogeneity that 
promotes disease development and progression, in addition to influencing patient outcomes. 

4. CIN Influences the Metastatic Potential of Many Cancer Types 

Metastasis is associated with advance stage disease and has a significant impact on morbidity 
and mortality rates [104], as ~90% of all cancer-associated deaths are due to the metastasis rather than 
the primary tumor [105]. Metastatic spread is also central to all tumor staging systems and is one of 
the most important determinants and negative predictors of clinical outcome [89,106]. Depending on 

Figure 1. The impact of chromosome instability (CIN) on key features of cancer development,
progression, and outcomes. A schematic depicting the central impact CIN has on early tumorigenic
events (cellular transformation), tumor evolution (intratumoral heterogeneity), disease progression
(metastasis), and the development of chemoresistance (multi-drug resistance), all of which are often
associated with poor patient outcomes. Dotted lines identify proposed relationships, while solid lines
identify established relationships.

The Relationship between CIN and Intertumoral and Intratumoral Heterogeneity

The genetic heterogeneity and diversity contained within tumors that are driven by CIN greatly
impacts disease response and clinical outcomes and therefore pose significant challenges for clinical
management [88]. Pathologists have long since recognized the morphologic changes and cell-to-cell
heterogeneity present within tumors. In fact, the intertumoral heterogeneity observed between patients
and the intratumoral heterogeneity present within the same patient form the basis for the histological
classification of tumors [89,90]. In addition, oncologists have noted for decades the heterogeneous
responses of tumors to chemotherapy—some tumors decrease in size (cytotoxic effect), whereas others
remain unchanged (cytostatic) or continue to grow (refractory) [91,92]. While there are a number of
biological explanations for these diverse responses, a unifying feature in the response may be the
presence, extent, and level of CIN contained within a given tumor.

By its very nature, CIN drives intratumoral heterogeneity and has tremendous clinical implications
for disease progression, response, and outcomes [53,88,93,94]. Thus, malignant tumors exhibiting
CIN are highly heterogeneous at numerous levels, including those of the molecular (genetic), cellular,
tissue, and human population [51,95]. For example, solid tumors are comprised of neoplastic cells
constituting the tumor parenchyma and reactive stroma, as well as the structural component comprised
of connective tissues, the extracellular matrix, blood vessels, and cells of the adaptive and innate
immune systems [96]. Analyses of biopsied materials collected from distinct tumor regions [97,98]
along with repeated sampling over time [22,99] have identified significant cell-to-cell heterogeneity
and ongoing genetic changes, respectively. Furthermore, patient-specific sequencing has also identified
genetic heterogeneity as existing between primary and metastatic lesions (see Section 4) within the
same patient and that is indicative of CIN and tumor evolution [100,101]. Finally, while it is well
established that individuals diagnosed with the same cancer type share key aberrant genetic events,
most exhibit distinct genetic differences between patients (i.e., intertumoral heterogeneity) [102,103].
Collectively, the above observations are indicative of CIN, and thus it is not surprising that CIN
plays a central role in driving the cell-to-cell heterogeneity that promotes disease development and
progression, in addition to influencing patient outcomes.

4. CIN Influences the Metastatic Potential of Many Cancer Types

Metastasis is associated with advance stage disease and has a significant impact on morbidity
and mortality rates [104], as ~90% of all cancer-associated deaths are due to the metastasis rather than
the primary tumor [105]. Metastatic spread is also central to all tumor staging systems and is one of
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the most important determinants and negative predictors of clinical outcome [89,106]. Depending
on the cancer type, metastases are frequently present in patients when they are first diagnosed with
cancer [107]. For example, ~50% of colorectal cancers are diagnosed at stage III or IV [62], while up to
92% of high-grade serous ovarian cancers are newly diagnosed with late stage disease (III or IV) [108].
Metastatic lesions frequently share pathogenic driver events with the primary tumor, but they continue
to evolve and develop distinct genetic alterations that promote further cell-to-cell, intra-tumoral, and
inter-tumoral heterogeneity [109]. For example, metastatic cells must be genetically programmed to
transition between cellular states (epithelial-to-mesenchymal or mesenchymal-to-epithelial transition)
to adapt to distinct and variable growth conditions including both their routes of dissemination
(hematogenous versus lymphatic versus direct seeding) and their final metastatic environment (tissue
or organ) [110]. Thus, identifying the molecular determinants driving metastatic spread is critical to
optimize the clinical management of the disease.

Recent genetic studies have focused on the origins and evolution of metastatic disease, which
has led to the development of two evolutionary metastatic models [111,112]—linear and parallel
progression—that describe the potential processes driving metastatic spread, with a particular focus
on the clonal relationship between the primary tumor and its metastatic deposits (see [101]). Briefly,
the linear progression model stipulates that cells in the primary tumor undergo a series of genetic
alterations, such that metastatic clones are seeded late in the course of tumor evolution. Thus, there is
minimal genetic divergence between cells in the primary tumor and the metastatic lesions [113,114].
Alternatively, the parallel progression model states that a metastatic clone is derived early during
disease development, and, so there is a large degree of genetic divergence between cells in the primary
and metastatic sites.

The genesis of metastatic disease is a complex phenomenon, involving the coordinated expression
and regulation of multiple genes involved in multiple pathways at both the primary and metastatic
sites [115]. In both metastatic models, CIN may be the driving force behind the extensive genetic
changes that ultimately produce the initiating metastatic clone. CIN may enable cells to readily adapt
and evolve, such that they undergo the relevant genetic changes required for metastasis to occur [18,94].
For example, the loss of CDH1 (E-cadherin) expression, a cell-to-cell adhesion molecule, is a key driver
of epithelial-to-mesenchymal transition, a pathogenic event associated with enhanced invasive and
metastatic potential [116,117]. The epithelial-to-mesenchymal transition is a critical change in which
epithelial cells lose their polarity and transition into a more mesenchymal-like state. This transition
enables cells to become increasingly motile and to develop the cellular apparatus required to invade the
basement membrane, the passage through the extracellular matrix and intravasate into blood vessels
during the metastatic process [110], which may be driven, at least in part, by CIN. For example, Bakhoum
and colleagues [54] recently demonstrated in mouse models that CIN promotes metastasis through a
cytosolic DNA response. More specifically, they showed that chromosome segregation errors lead to the
formation of micronuclei (see Section 2.2) that can rupture and spill their genomic DNA into the cytosol,
which in turn leads to the activation of the cGAS-STING (cyclin GMP–AMP synthase-stimulator of
interferon genes) cytosolic DNA-sensing pathway and downstream non-canonical NF-κB signaling that
promotes the expression of inflammation and epithelial-to-mesenchymal transition genes required for
metastasis to occur. Importantly, they showed that suppression of CIN markedly delayed metastasis,
whereas ongoing segregation errors (e.g., CIN), promoted cellular invasion and metastasis in a
STING-dependent manner, thus establishing a causal relationship between CIN and metastasis.
Nevertheless, additional research is required to fully elucidate the spatio-temporal relationship and
impact of CIN on the metastatic process.

5. CIN and Cancer Prognosis

The presence of CIN is most often associated with poor patient outcomes in numerous cancer types,
including breast, cervical, colon, endometrial, gastric, head and neck, lung, ovarian, and hematologic
cancers [118]. This negative association has been proposed to primarily arise from the intratumoral
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heterogeneity induced by CIN, which enables a sub-populations of cells within a tumor to acquire more
aggressive and invasive phenotypes that drive disease progression, metastasis, and drug resistance.
CIN is observed in up to 85% of all sporadic colorectal cancer [119], where it is associated with poor
prognosis and is an independent prognostic marker. For example, stage IV colorectal cancers generally
have a higher level of CIN relative to stage I, although there is no stepwise and increasing progression
pattern across all four stages [62,120]. Higher levels of CIN are also observed in metastatic lesions,
relative to non-metastatic colorectal cancers [62]. Collectively, these findings suggest that high levels of
CIN may confer more aggressive and invasive cellular phenotypes that correlate with an increased
metastatic potential.

The presence of CIN has also been used to identify both chemoresistance and drug sensitivity
to specific anticancer drugs [121–123] and may ultimately enable the custom tailoring of specific
chemotherapeutic regimens to a given patient’s tumor. Beyond colorectal cancer, high levels of CIN
are also associated with intrinsic drug resistance in many cancer types [57,88]. For example, Spears
et al. [124] showed that the presence of CIN (as assessed by a four gene signature) predicts patients
who will benefit from anthracyclines (doxorubicin) treatments in breast cancer, while Swanton and
colleagues [123] showed that ovarian cancers with high levels of CIN exhibit intrinsic resistance to
taxanes (paclitaxel) but retain platinum-based sensitivity (carboplatin). Accordingly, these data suggest
that CIN, or more likely, the level of CIN, may confer sensitivity or resistance to specific anti-neoplastic
drugs. Researchers have also shown that CIN can predict which patients are most likely to benefit
from specific treatments, such as bevacizumab (an anti-angiogenic monoclonal antibody targeting
vascular endothelial growth factor A [VEGF-A]), a key drug used in the treatment of colorectal and
lung cancers [125]. Based on these collective observations, the authors suggest that the presence
and level of CIN may be a useful tool that could assist oncologists in stratifying patient cohorts to
distinguish those who will benefit from a given treatment from those who will not.

Beyond its implications in therapeutic responses, the presence of CIN has also been used to
predict metastasis [126,127]. Accordingly, determining the presence and level of CIN within a given
patient sample may be useful to predict the risk of metastatic disease, chemo-resistance, and overall
patient survival [64,128]. In 2006, Carter and colleagues [118] developed a computational method
to characterize CIN in breast cancers that is based on the concurrent expression of established CIN
genes. Conceptually, this method assesses either a 25 (CIN25) or 70 (CIN70) gene signature based on
the altered expression of the top 25 or 70 genes, respectively. In agreement with the above findings,
higher levels of CIN were observed within the metastatic lesions relative to the primary tumor site.
Interestingly, the authors were able to stratify grade 1 and grade 2 tumors based on their CIN25
gene signatures, and they further determined that high CIN25 tumors were generally associated with
worse clinical outcomes. This seminal work suggested that in some cancers, CIN may be a stronger
predictor of clinical outcome than conventional prognosis determinants such as tumor grade and
stage. Indeed, subsequent work has shown that the aberrant expression of the CIN70 gene signature
is predictive of poor outcome in many cancer types, including cervical carcinoma, lymphoma, lung
adenocarcinoma, glioma, medulloblastoma, and mesothelioma, and it is predictive of metastatic spread
in primary, untreated, gastrointestinal stromal tumors [63,118,129]. Similarly, DNA ploidy, which
may be reflective of CIN, has been used as a prognostic marker in multiple cancer types, including
lung squamous cell carcinoma, pancreatic adenocarcinoma, ovarian epithelial carcinomas, gastric
adenocarcinoma, endometrial carcinoma, prostatic adenocarcinoma, pediatric neuroblastoma, and
rhabdomyosarcoma [130–136]. Often, this has been found to be the most important prognostic marker,
independent of primary tumor site, histologic type, or TNM (tumor, node, metastasis) staging status.
Collectively, the above observations suggest that the presence of CIN may provide insight into drug
sensitivities and patient outcomes.

Paradoxically however, high levels of CIN also correlate with improved clinical outcomes and
survival, although this has only been observed in specific cancer types, including a subset of breast,
ovarian, lung, and gastric cancers [63,64]. While the mechanisms accounting for these contradictory
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findings remain unclear, it has been suggested that high or extreme levels of CIN may be less compatible
with viability than low levels of CIN. Thus, tumor cells with extreme levels of CIN likely die and are lost
from the population (reviewed in [137]), whereas those with low levels of CIN may be more aggressive
and promote tumor development, progression, metastasis, and drug resistance. Collectively, the above
data suggest that it is more likely the level of CIN (i.e., low versus high), rather than the tumor type
itself, that discerns whether CIN is associated with better or worse clinical outcomes. This possibility
is further underscored by the many therapeutic strategies (currently employed or under development)
that now seek to induce extreme levels of CIN to enhance the killing of cancer cells [66,67,138–143].
Accordingly, it is becoming increasingly important to determine the extent and level of CIN within
tumors, whether primary or metastatic, as this critical information may hold tremendous diagnostic,
prognostic, and therapeutic value.

6. CIN and its Impact on Precision Medicine Strategies

The preceding sections highlight the impact CIN has on inter- and intra-tumoral heterogeneity,
which have significant influence over the spatio-temporal development and evolution of malignant
tumors [18,94]. Frequent drivers of cell-to-cell heterogeneity often include extrinsic factors such as pH,
hypoxia, paracrine signaling, stromal interactions, and drugs [144,145], which can potentiate or even
induce CIN by themselves. For example, many of these factors increase cell-to-cell heterogeneity by
modulating intracellular signaling pathways or by exerting selective pressures that influence cellular
proliferation and/or viability; therefore, these factors can direct clonal evolution [146]. In this regard,
numerous research teams have begun to map and study the specific pathogenic events and their
temporal order of appearance by creating ancestral ‘trees’ to describe a tumor’s evolution, in much
the same manner that classical phylogenetic trees describe species evolution [147]. In keeping with
the ‘tree’ analogy (Figure 2), early pathogenic events are commonly referred to as ‘trunk’ or truncal
alterations, whilst late occurring alterations (e.g., driving metastatic changes) are referred to as ‘branch’
alterations (see also [148]), both of which have implications for treatment strategies and outcomes.

A central goal of many researchers and oncologists is to identify and distinguish between truncal
and branch alterations to glean context-specific insight into disease etiology, as this detailed information
is highly relevant in clinical management. For example, distinguishing between truncal and branch
alterations (Figure 2) would identify key molecular events driving early (e.g., cellular transformation
and disease development) and late (e.g., disease progression, metastasis, and drug resistance) disease
events, which is critical when developing precision medicine strategies aimed at exploiting those
molecular defects (reviewed in [67]). For example, as truncal alterations occur early and are present in
all cellular progeny, emerging strategies are being devised that selectively target those truncal events
to provide maximal therapeutic impact [149]. Interestingly however, branch alterations are also being
investigated for their clinical utility in therapeutic targeting. Recall that branch alterations occur
late in disease and are associated with disease progression and metastatic disease, but they are also
considered potential sources of therapeutic resistance [145]. Consequently, therapeutically exploiting
branch alterations is predicted to limit or prevent chemoresistance and disease recurrence. Accordingly,
many research teams are now investigating combinatorial approaches, leveraging both trunk and
branch alterations to achieve maximal therapeutic benefit and to dramatically improve health outcomes
for those living with cancer [150]. Alternatively, Li and colleagues [151] proposed another strategy,
referred to as the “Evolutionary Trap,” that seeks to target both karyotypic diversity and fitness.
In principle, the goal is to selectively condition or channel a karyotypically diverse population into a
dominant population with a predictable sensitivity to a particular drug. Though only experimentally
demonstrated in budding yeast, this approach may one day prove useful in a human context.
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Figure 2. CIN drives trunk and branch alterations to contribute to tumor evolution and metastasis.
Illustration showing the tree-like ‘trunk’ and ‘branch’ alterations driven by CIN. In general, trunk
alterations are early events that are conserved in all subsequent cellular progeny, whereas branch
alterations are subsequent genetic alterations that direct clonal evolution and intratumoral heterogeneity
to drive disease progression, metastasis, and drug resistance. Note that the color changes coincide with
cells that have accrued additional genetic alterations (e.g., CIN).

6.1. The Impact of CIN on Therapeutic Targeting

Developing therapeutic strategies that simultaneously target trunk and branch alterations is
a relatively simple concept; however, CIN adds an additional layer of complexity that impacts
the ability to accurately identify the exploitable genetic alterations. It is generally accepted that
CIN is an early etiological event in the development of numerous cancer types, as it is detected
in dysplastic/precancerous lesions [108,152–154] and can induce cellular transformation [9,50].
Thus, CIN genes, or those genes whose aberrant expression induces CIN, are frequently viewed
as trunk alterations [51,94]. Unfortunately, the ongoing cell-to-cell heterogeneity that is induced by
defects in CIN genes renders it challenging to identify additional trunk alterations and extremely
challenging to identify downstream branch alterations. This layer of complexity is further compounded
when only single region biopsies are collected and assessed from a given patient, as single region
sampling is unlikely to reflect the level and extent of genetic heterogeneity comprising an entire
tumor (Figure 3). Moreover, since CIN drives tumor progression and evolution (i.e., intratumoral
heterogeneity), the genetic profile of a single biopsy does not provide the spatio-temporal resolution
required to appropriately monitor the disease response to a given anti-neoplastic, including the
development of drug-resistant clones and, ultimately, chemoresistance. This is especially relevant,
as a protracted disease course inevitably leads to extensive genetic diversity within a CIN tumor
cell population, such that the cells present in a late stage tumor are genetically disparate from those
biopsied or removed at the time of primary surgery in early stage disease [155]. Furthermore, as CIN
confers multidrug resistance [57,58], single agent strategies typically fail due to the ineffectiveness of
the treatment across the entire tumor population and/or the adaptive nature of the cells exhibiting CIN.
Thus, the accuracy of prognostic stratification will likely provide limited insight, as the diagnostic
information is restricted to the region that is analyzed. This regional bias could conceivably be
partially overcome with multi-region sampling (Figure 3), but the true extent of cell-to-cell genetic
heterogeneity may still remain underestimated, as low frequency variants are not easily detected when
using conventional genomic analyses [156].
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Figure 3. Impact of CIN on regional biopsies and subsequent analyses. A schematic showing how CIN
(represented by arrows) induces genetic diversity (colored ‘x’) within a given tumor (represented by
color changes). Note that the ability to glean tumor-specific insight (trunk versus branch alterations)
into the aberrant genetics driving tumor development and progression is impacted by regional sampling
and the composition and clonality of the tumor cells contained within the biopsied region. Single
region bias is demonstrated by the four distinct regions (R1–4), which exhibit variation in both the
type of clones identified (R1–3) and in the composition (presence and frequency) of the clones (R4)
contained within a given biopsy.

As indicated above, CIN is a driver of genetic and intratumoral heterogeneity that exerts selection
pressures on cancer evolution to direct disease progression, metastasis, chemoresistance, and disease
recurrence [88,157]. Thus, intimate knowledge and the evaluation of intratumoral heterogeneity within
primary tumors are key factors required to improve patient outcomes. Moreover, the cell-to-cell
heterogeneity imparted by CIN yields an even greater challenge in metastatic disease, as the metastatic
deposits accrue additional branch alterations that further distinguish them from the primary tumor.
Accordingly, the multi-region profiling of both primary and metastatic regions (or CTCs) is required
to overcome the complex and differing genetic landscapes to ultimately identify actionable targets
for maximum therapeutic response. Unfortunately however, multi-region and repeat tissue sampling
is not without its own caveats—it is logistically challenging, costly, and labor intensive. Perhaps
even more important is that multi-region and repeat sampling are associated with increased risks for
metastatic spread/seeding due to the disruption of the primary or metastatic tumor architecture [20,21];
hence, it is not routinely employed within the clinic.

There are currently a number of emerging and alternative approaches that seek to eliminate the
risks associated with multi-region/repeat samples, and these include liquid biopsies and blood or body
fluid-based collections [158,159]. These minimally invasive approaches enable the assessment of CTCs,
potentially providing simultaneous insight into both primary and metastatic sites. Beyond the genetic
assessments (e.g., trunk versus branch alterations) enabled through these approaches, the presence of
CTCs in both early and late metastatic stage disease corresponds with worse patient outcomes and
decreased survival rates [158,159]. Even more relevant to therapeutic targeting, decreases in CTCs
following treatment are associated with a better overall survival, and, thus, quantitative changes in
CTCs are now being employed as markers of early treatment response [160]. Perhaps most importantly,
various genetic assessments, including single cell DNA sequencing, copy number alterations, and the
myriad of CIN-based analyses may provide additional and critical clinical information. For example,
CTCs isolated from liquid biopsies are more readily amenable to sequential sampling than traditional
tumor biopsies, and they can provide ‘real-time’ insight into tumor genetics, CIN, and intratumoral
heterogeneity that may prove useful in monitoring disease progression, treatment responses [160],
and/or modifying treatment decisions [147].
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7. Conclusions

There is a resurgence and increasing research focus on the impact CIN has on cancer development
and clinical outcomes. CIN drives cell-to-cell heterogeneity and has profound effects on the cancer
cell genome, tumor pathogenesis, tumor evolution, metastatic spread, and treatment options and
success [94,157]. CIN is an important mechanism by which cancer cells acquire extensive genetic
alterations that ultimately influence and direct tumor behavior and evolution. Thus, efforts aimed at
identifying and characterizing the molecular determinants of CIN will provide critical insight into
disease biology that will be essential to enhance patient risk stratification and maximize therapeutic
response and clinical outcomes. Recent technological advances have allowed for a deeper understanding
of tumor genomes, with the repeated identification of the pervasive nature and prevalence of CIN
in numerous cancer types [4]. Nevertheless, a significant obstacle in this endeavor is our limited
understanding of the causative mechanisms driving CIN, as well as the technical challenges associated
with measuring the spatio-temporal aspects of CIN in clinical settings. Accordingly, as technologies
continue to advance and become more affordable, greater insight into CIN and its impact in cancer will
be gleaned that will enable the development of novel therapeutic strategies aimed at improving the
lives and outcomes of those living with cancer.

Author Contributions: Conceptualization, R.V. and K.J.M.; investigation, R.V. and K.J.M.; writing—original draft
preparation, R.V. and K.J.M.; writing—review and editing, R.V. and K.J.M.; visualization, R.V. and K.J.M.; funding
acquisition, K.J.M. All authors have read and agreed to the published version of the manuscript.

Funding: The authors gratefully acknowledge operational support for our research from the Canadian Institutes
of Health Research (PJT-162374; K.J.M), the CancerCare Manitoba Foundation (K.J.M.), the Cancer Research
Society (K.J.M) and the Natural Sciences and Engineering Research Council of Canada (RGPIN 2018-05007; K.J.M).

Acknowledgments: The authors acknowledge the strong support of Research Institute in Oncology and
Hematology and CancerCare Manitoba Foundation. The authors thank members of the McManus laboratory for
their insight and helpful suggestions.

Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the writing of the
manuscript, or in the decision to publish.

References

1. Nowell, P.C. Discovery of the Philadelphia chromosome: A personal perspective. J. Clin. Investig. 2007,
117, 2033–2035. [CrossRef] [PubMed]

2. Rowley, J.D. Letter: A new consistent chromosomal abnormality in chronic myelogenous leukaemia identified
by quinacrine fluorescence and Giemsa staining. Nature 1973, 243, 290–293. [CrossRef] [PubMed]

3. Cancer Genome Atlas Research Network; Weinstein, J.N.; Collisson, E.A.; Mills, G.B.; Shaw, K.R.;
Ozenberger, B.A.; Ellrott, K.; Shmulevich, I.; Sander, C.; Stuart, J.M. The Cancer Genome Atlas Pan-Cancer
analysis project. Nat. Genet. 2013, 45, 1113–1120. [CrossRef]

4. The ICGC/TCGA Pan-Cancer Analysis of Whole Genomes Consortium. Pan-cancer analysis of whole
genomes. Nature 2020, 578, 82–93. [CrossRef]

5. Comings, D.E. A general theory of carcinogenesis. Proc. Natl. Acad. Sci. USA 1973, 70, 3324–3328. [CrossRef]
6. Fidler, I.J. Commentary on “Tumor Heterogeneity and the Biology of Cancer Invasion and Metastasis”.

Cancer Res. 2016, 76, 3441–3442. [CrossRef]
7. Lee, J.K.; Choi, Y.L.; Kwon, M.; Park, P.J. Mechanisms and Consequences of Cancer Genome Instability:

Lessons from Genome Sequencing Studies. Annu. Rev. Pathol. 2016, 11, 283–312. [CrossRef]
8. Hanahan, D.; Weinberg, R.A. Hallmarks of cancer: The next generation. Cell 2011, 144, 646–674. [CrossRef]
9. Holland, A.J.; Cleveland, D.W. Boveri revisited: Chromosomal instability, aneuploidy and tumorigenesis.

Nat. Rev. Mol. Cell Biol. 2009, 10, 478–487. [CrossRef]
10. Geigl, J.B.; Obenauf, A.C.; Schwarzbraun, T.; Speicher, M.R. Defining ’chromosomal instability’. Trends Genet.

2008, 24, 64–69. [CrossRef]
11. Lepage, C.C.; Morden, C.R.; Palmer, M.C.L.; Nachtigal, M.W.; McManus, K.J. Detecting Chromosome

Instability in Cancer: Approaches to Resolve Cell-to-Cell Heterogeneity. Cancers (Basel) 2019, 11, 226.
[CrossRef] [PubMed]

http://dx.doi.org/10.1172/JCI31771
http://www.ncbi.nlm.nih.gov/pubmed/17671636
http://dx.doi.org/10.1038/243290a0
http://www.ncbi.nlm.nih.gov/pubmed/4126434
http://dx.doi.org/10.1038/ng.2764
http://dx.doi.org/10.1038/s41586-020-1969-6
http://dx.doi.org/10.1073/pnas.70.12.3324
http://dx.doi.org/10.1158/0008-5472.CAN-16-1330
http://dx.doi.org/10.1146/annurev-pathol-012615-044446
http://dx.doi.org/10.1016/j.cell.2011.02.013
http://dx.doi.org/10.1038/nrm2718
http://dx.doi.org/10.1016/j.tig.2007.11.006
http://dx.doi.org/10.3390/cancers11020226
http://www.ncbi.nlm.nih.gov/pubmed/30781398


Cancers 2020, 12, 824 12 of 19

12. Bakhoum, S.F.; Kabeche, L.; Murnane, J.P.; Zaki, B.I.; Compton, D.A. DNA-damage response during mitosis
induces whole-chromosome missegregation. Cancer Discov. 2014, 4, 1281–1289. [CrossRef] [PubMed]

13. Ganmore, I.; Smooha, G.; Izraeli, S. Constitutional aneuploidy and cancer predisposition. Hum. Mol. Genet.
2009, 18, 84–93. [CrossRef] [PubMed]

14. Biron-Shental, T.; Liberman, M.; Sharvit, M.; Sukenik-Halevy, R.; Amiel, A. Amniocytes from aneuploidy
embryos have enhanced random aneuploidy and signs of senescence-can these findings be related to medical
problems? Gene 2015, 562, 232–235. [CrossRef] [PubMed]

15. Nicholson, J.M.; Macedo, J.C.; Mattingly, A.J.; Wangsa, D.; Camps, J.; Lima, V.; Gomes, A.M.; Doria, S.;
Ried, T.; Logarinho, E.; et al. Chromosome mis-segregation and cytokinesis failure in trisomic human cells.
Elife 2015, 4. [CrossRef]

16. Zhu, J.; Tsai, H.J.; Gordon, M.R.; Li, R. Cellular Stress Associated with Aneuploidy. Dev. Cell 2018, 44, 420–431.
[CrossRef]

17. Ben-David, U.; Arad, G.; Weissbein, U.; Mandefro, B.; Maimon, A.; Golan-Lev, T.; Narwani, K.; Clark, A.T.;
Andrews, P.W.; Benvenisty, N.; et al. Aneuploidy induces profound changes in gene expression, proliferation
and tumorigenicity of human pluripotent stem cells. Nat. Commun. 2014, 5, e4825. [CrossRef]

18. McGranahan, N.; Swanton, C. Clonal Heterogeneity and Tumor Evolution: Past, Present, and the Future.
Cell 2017, 168, 613–628. [CrossRef]

19. Pampalona, J.; Roscioli, E.; Silkworth, W.T.; Bowden, B.; Genesca, A.; Tusell, L.; Cimini, D. Chromosome
Bridges Maintain Kinetochore-Microtubule Attachment throughout Mitosis and Rarely Break during
Anaphase. PLoS ONE 2016, 11, e0147420. [CrossRef]

20. Robertson, E.G.; Baxter, G. Tumour seeding following percutaneous needle biopsy: The real story! Clin. Radiol.
2011, 66, 1007–1014. [CrossRef]

21. Tyagi, R.; Dey, P. Needle tract seeding: An avoidable complication. Diagn. Cytopathol. 2014, 42, 636–640.
[CrossRef] [PubMed]

22. Penner-Goeke, S.; Lichtensztejn, Z.; Neufeld, M.; Ali, J.L.; Altman, A.D.; Nachtigal, M.W.; McManus, K.J.
The temporal dynamics of chromosome instability in ovarian cancer cell lines and primary patient samples.
PLoS Genet. 2017, 13, e1006707. [CrossRef]

23. Bates, S.E. Classical cytogenetics: Karyotyping techniques. Methods Mol. Biol. 2011, 767, 177–190. [CrossRef]
[PubMed]

24. Schrock, E.; du Manoir, S.; Veldman, T.; Schoell, B.; Wienberg, J.; Ferguson-Smith, M.A.; Ning, Y.;
Ledbetter, D.H.; Bar-Am, I.; Soenksen, D.; et al. Multicolor spectral karyotyping of human chromosomes.
Science 1996, 273, 494–497. [CrossRef] [PubMed]

25. Klinger, K.; Landes, G.; Shook, D.; Harvey, R.; Lopez, L.; Locke, P.; Lerner, T.; Osathanondh, R.; Leverone, B.;
Houseal, T.; et al. Rapid detection of chromosome aneuploidies in uncultured amniocytes by using
fluorescence in situ hybridization (FISH). Am. J. Hum. Genet. 1992, 51, 55–65. [PubMed]

26. Bakker, B.; Taudt, A.; Belderbos, M.E.; Porubsky, D.; Spierings, D.C.; de Jong, T.V.; Halsema, N.; Kazemier, H.G.;
Hoekstra-Wakker, K.; Bradley, A.; et al. Single-cell sequencing reveals karyotype heterogeneity in murine
and human malignancies. Genome Biol. 2016, 17, e115. [CrossRef]

27. Navin, N.; Kendall, J.; Troge, J.; Andrews, P.; Rodgers, L.; McIndoo, J.; Cook, K.; Stepansky, A.; Levy, D.;
Esposito, D.; et al. Tumour evolution inferred by single-cell sequencing. Nature 2011, 472, 90–94. [CrossRef]

28. Lepage, C.C.; Thompson, L.L.; Larson, B.; McManus, K.J. An Automated, Single Cell Quantitative Imaging
Microscopy Approach to Assess Micronucleus Formation, Genotoxicity and Chromosome Instability. Cells
2020, 9, 344. [CrossRef]

29. Thompson, L.L.; McManus, K.J. A novel multiplexed, image-based approach to detect phenotypes that
underlie chromosome instability in human cells. PLoS ONE 2015, 10, e0123200. [CrossRef] [PubMed]

30. Kouprina, N.; Liskovykh, M.; Petrov, N.; Larionov, V. Human artificial chromosome (HAC) for measuring
chromosome instability (CIN) and identification of genes required for proper chromosome transmission.
Exp. Cell Res. 2020, 387, e111805. [CrossRef]

31. Bhatia, A.; Kumar, Y. Cancer cell micronucleus: An update on clinical and diagnostic applications. APMIS
2013, 121, 569–581. [CrossRef] [PubMed]

32. Stopper, H.; Muller, S.O. Micronuclei as a biological endpoint for genotoxicity: A minireview. Toxicol. In Vitro
1997, 11, 661–667. [CrossRef]

http://dx.doi.org/10.1158/2159-8290.CD-14-0403
http://www.ncbi.nlm.nih.gov/pubmed/25107667
http://dx.doi.org/10.1093/hmg/ddp084
http://www.ncbi.nlm.nih.gov/pubmed/19297405
http://dx.doi.org/10.1016/j.gene.2015.02.075
http://www.ncbi.nlm.nih.gov/pubmed/25735571
http://dx.doi.org/10.7554/eLife.05068
http://dx.doi.org/10.1016/j.devcel.2018.02.002
http://dx.doi.org/10.1038/ncomms5825
http://dx.doi.org/10.1016/j.cell.2017.01.018
http://dx.doi.org/10.1371/journal.pone.0147420
http://dx.doi.org/10.1016/j.crad.2011.05.012
http://dx.doi.org/10.1002/dc.23137
http://www.ncbi.nlm.nih.gov/pubmed/24591300
http://dx.doi.org/10.1371/journal.pgen.1006707
http://dx.doi.org/10.1007/978-1-61779-201-4_13
http://www.ncbi.nlm.nih.gov/pubmed/21822875
http://dx.doi.org/10.1126/science.273.5274.494
http://www.ncbi.nlm.nih.gov/pubmed/8662537
http://www.ncbi.nlm.nih.gov/pubmed/1609805
http://dx.doi.org/10.1186/s13059-016-0971-7
http://dx.doi.org/10.1038/nature09807
http://dx.doi.org/10.3390/cells9020344
http://dx.doi.org/10.1371/journal.pone.0123200
http://www.ncbi.nlm.nih.gov/pubmed/25893404
http://dx.doi.org/10.1016/j.yexcr.2019.111805
http://dx.doi.org/10.1111/apm.12033
http://www.ncbi.nlm.nih.gov/pubmed/23278233
http://dx.doi.org/10.1016/S0887-2333(97)00084-2


Cancers 2020, 12, 824 13 of 19

33. Ye, C.J.; Sharpe, Z.; Alemara, S.; Mackenzie, S.; Liu, G.; Abdallah, B.; Horne, S.; Regan, S.; Heng, H.H.
Micronuclei and Genome Chaos: Changing the System Inheritance. Genes (Basel) 2019, 10, 366. [CrossRef]
[PubMed]

34. Asbaghi, Y.; Thompson, L.L.; Lichtensztejn, Z.; McManus, K.J. KIF11 silencing and inhibition induces
chromosome instability that may contribute to cancer. Genes Chromosomes Cancer 2017, 56, 668–680.
[CrossRef] [PubMed]

35. Baergen, A.K.; Jeusset, L.M.; Lichtensztejn, Z.; McManus, K.J. Diminished Condensin Gene Expression
Drives Chromosome Instability That May Contribute to Colorectal Cancer Pathogenesis. Cancers (Basel) 2019,
11, 1066. [CrossRef] [PubMed]

36. Leylek, T.R.; Jeusset, L.M.; Lichtensztejn, Z.; McManus, K.J. Reduced Expression of Genes Regulating
Cohesion Induces Chromosome Instability that May Promote Cancer and Impact Patient Outcomes. Sci. Rep.
2020, 10, e592. [CrossRef]

37. Thompson, L.L.; Baergen, A.K.; Lichtensztejn, Z.; McManus, K.J. Reduced SKP1 Expression Induces
Chromosome Instability through Aberrant Cyclin E1 Protein Turnover. Cancers (Basel) 2020, 12, 531.
[CrossRef]

38. Kouprina, N.; Pommier, Y.; Larionov, V. Novel screen for anti-cancer drugs that elevate chromosome
instability (CIN) using human artificial chromosome (HAC). Oncotarget 2018, 9, 36833–36835. [CrossRef]

39. Worrall, J.T.; Tamura, N.; Mazzagatti, A.; Shaikh, N.; van Lingen, T.; Bakker, B.; Spierings, D.C.J.;
Vladimirou, E.; Foijer, F.; McClelland, S.E. Non-random Mis-segregation of Human Chromosomes. Cell Rep.
2018, 23, 3366–3380. [CrossRef]

40. Covo, S.; Puccia, C.M.; Argueso, J.L.; Gordenin, D.A.; Resnick, M.A. The sister chromatid cohesion pathway
suppresses multiple chromosome gain and chromosome amplification. Genetics 2014, 196, 373–384. [CrossRef]

41. Barber, T.D.; McManus, K.; Yuen, K.W.; Reis, M.; Parmigiani, G.; Shen, D.; Barrett, I.; Nouhi, Y.; Spencer, F.;
Markowitz, S.; et al. Chromatid cohesion defects may underlie chromosome instability in human colorectal
cancers. Proc. Natl. Acad. Sci. USA 2008, 105, 3443–3448. [CrossRef] [PubMed]

42. Smith, L.; Plug, A.; Thayer, M. Delayed replication timing leads to delayed mitotic chromosome condensation
and chromosomal instability of chromosome translocations. Proc. Natl. Acad. Sci. USA 2001, 98, 13300–13305.
[CrossRef] [PubMed]

43. McManus, K.J.; Biron, V.L.; Heit, R.; Underhill, D.A.; Hendzel, M.J. Dynamic changes in histone H3 lysine
9 methylations: Identification of a mitosis-specific function for dynamic methylation in chromosome
congression and segregation. J. Biol. Chem. 2006, 281, 8888–8897. [CrossRef]

44. Houston, S.I.; McManus, K.J.; Adams, M.M.; Sims, J.K.; Carpenter, P.B.; Hendzel, M.J.; Rice, J.C. Catalytic
function of the PR-Set7 histone H4 lysine 20 monomethyltransferase is essential for mitotic entry and genomic
stability. J. Biol. Chem. 2008, 283, 19478–19488. [CrossRef] [PubMed]

45. Guppy, B.J.; McManus, K.J. Mitotic accumulation of dimethylated lysine 79 of histone H3 is important for
maintaining genome integrity during mitosis in human cells. Genetics 2015, 199, 423–433. [CrossRef]

46. Thompson, L.L.; Guppy, B.J.; Sawchuk, L.; Davie, J.R.; McManus, K.J. Regulation of chromatin structure
via histone post-translational modification and the link to carcinogenesis. Cancer Metastasis Rev. 2013,
32, 363–376. [CrossRef]

47. Green, R.A.; Kaplan, K.B. Chromosome instability in colorectal tumor cells is associated with defects in
microtubule plus-end attachments caused by a dominant mutation in APC. J. Cell Biol. 2003, 163, 949–961.
[CrossRef]

48. Marshall, H.; Bhaumik, M.; Aviv, H.; Moore, D.; Yao, M.; Dutta, J.; Rahim, H.; Gounder, M.; Ganesan, S.;
Saleem, A.; et al. Deficiency of the dual ubiquitin/SUMO ligase Topors results in genetic instability and an
increased rate of malignancy in mice. BMC Mol. Biol. 2010, 11, e31. [CrossRef]

49. Wu, M.; Tu, H.Q.; Chang, Y.; Tan, B.; Wang, G.; Zhou, J.; Wang, L.; Mu, R.; Zhang, W.N. USP19 deubiquitinates
HDAC1/2 to regulate DNA damage repair and control chromosomal stability. Oncotarget 2017, 8, 2197–2208.
[CrossRef]

50. Storchova, Z.; Kuffer, C. The consequences of tetraploidy and aneuploidy. J. Cell Sci. 2008, 121, 3859–3866.
[CrossRef]

51. Swanton, C. Intratumor heterogeneity: Evolution through space and time. Cancer Res. 2012, 72, 4875–4882.
[CrossRef] [PubMed]

http://dx.doi.org/10.3390/genes10050366
http://www.ncbi.nlm.nih.gov/pubmed/31086101
http://dx.doi.org/10.1002/gcc.22471
http://www.ncbi.nlm.nih.gov/pubmed/28510357
http://dx.doi.org/10.3390/cancers11081066
http://www.ncbi.nlm.nih.gov/pubmed/31357676
http://dx.doi.org/10.1038/s41598-020-57530-9
http://dx.doi.org/10.3390/cancers12030531
http://dx.doi.org/10.18632/oncotarget.26406
http://dx.doi.org/10.1016/j.celrep.2018.05.047
http://dx.doi.org/10.1534/genetics.113.159202
http://dx.doi.org/10.1073/pnas.0712384105
http://www.ncbi.nlm.nih.gov/pubmed/18299561
http://dx.doi.org/10.1073/pnas.241355098
http://www.ncbi.nlm.nih.gov/pubmed/11698686
http://dx.doi.org/10.1074/jbc.M505323200
http://dx.doi.org/10.1074/jbc.M710579200
http://www.ncbi.nlm.nih.gov/pubmed/18480059
http://dx.doi.org/10.1534/genetics.114.172874
http://dx.doi.org/10.1007/s10555-013-9434-8
http://dx.doi.org/10.1083/jcb.200307070
http://dx.doi.org/10.1186/1471-2199-11-31
http://dx.doi.org/10.18632/oncotarget.11116
http://dx.doi.org/10.1242/jcs.039537
http://dx.doi.org/10.1158/0008-5472.CAN-12-2217
http://www.ncbi.nlm.nih.gov/pubmed/23002210


Cancers 2020, 12, 824 14 of 19

52. Janiszewska, M. The microcosmos of intratumor heterogeneity: The space-time of cancer evolution. Oncogene
2020, 39, 2031–2039. [CrossRef] [PubMed]

53. Oh, B.Y.; Shin, H.T.; Yun, J.W.; Kim, K.T.; Kim, J.; Bae, J.S.; Cho, Y.B.; Lee, W.Y.; Yun, S.H.; Park, Y.A.; et al.
Intratumor heterogeneity inferred from targeted deep sequencing as a prognostic indicator. Sci. Rep. 2019,
9, 4542. [CrossRef] [PubMed]

54. Bakhoum, S.F.; Ngo, B.; Laughney, A.M.; Cavallo, J.A.; Murphy, C.J.; Ly, P.; Shah, P.; Sriram, R.K.;
Watkins, T.B.K.; Taunk, N.K.; et al. Chromosomal instability drives metastasis through a cytosolic DNA
response. Nature 2018, 553, 467–472. [CrossRef] [PubMed]

55. Gao, C.; Su, Y.; Koeman, J.; Haak, E.; Dykema, K.; Essenberg, C.; Hudson, E.; Petillo, D.; Khoo, S.K.; Vande
Woude, G.F. Chromosome instability drives phenotypic switching to metastasis. Proc. Natl. Acad. Sci. USA
2016, 113, 14793–14798. [CrossRef]

56. Tijhuis, A.E.; Johnson, S.C.; McClelland, S.E. The emerging links between chromosomal instability (CIN),
metastasis, inflammation and tumor immunity. Mol. Cytogenet. 2019, 12, e17. [CrossRef]

57. Lee, A.J.; Endesfelder, D.; Rowan, A.J.; Walther, A.; Birkbak, N.J.; Futreal, P.A.; Downward, J.; Szallasi, Z.;
Tomlinson, I.P.; Howell, M.; et al. Chromosomal instability confers intrinsic multidrug resistance. Cancer Res.
2011, 71, 1858–1870. [CrossRef] [PubMed]

58. Wang, W.; Zhang, Y.; Chen, R.; Tian, Z.; Zhai, Y.; Janz, S.; Gu, C.; Yang, Y. Chromosomal instability and
acquired drug resistance in multiple myeloma. Oncotarget 2017, 8, 78234–78244. [CrossRef]

59. Choi, C.M.; Seo, K.W.; Jang, S.J.; Oh, Y.M.; Shim, T.S.; Kim, W.S.; Lee, D.S.; Lee, S.D. Chromosomal instability
is a risk factor for poor prognosis of adenocarcinoma of the lung: Fluorescence in situ hybridization analysis
of paraffin-embedded tissue from Korean patients. Lung Cancer 2009, 64, 66–70. [CrossRef]

60. Kikutake, C.; Yoshihara, M.; Sato, T.; Saito, D.; Suyama, M. Pan-cancer analysis of intratumor heterogeneity
associated with patient prognosis using multidimensional measures. Oncotarget 2018, 9, 37689–37699.
[CrossRef]

61. Sato, H.; Uzawa, N.; Takahashi, K.; Myo, K.; Ohyama, Y.; Amagasa, T. Prognostic utility of chromosomal
instability detected by fluorescence in situ hybridization in fine-needle aspirates from oral squamous cell
carcinomas. BMC Cancer 2010, 10, e182. [CrossRef] [PubMed]

62. Walther, A.; Houlston, R.; Tomlinson, I. Association between chromosomal instability and prognosis in
colorectal cancer: A meta-analysis. Gut 2008, 57, 941–950. [CrossRef] [PubMed]

63. Birkbak, N.J.; Eklund, A.C.; Li, Q.; McClelland, S.E.; Endesfelder, D.; Tan, P.; Tan, I.B.; Richardson, A.L.;
Szallasi, Z.; Swanton, C. Paradoxical relationship between chromosomal instability and survival outcome in
cancer. Cancer Res. 2011, 71, 3447–3452. [CrossRef] [PubMed]

64. Jamal-Hanjani, M.; A’Hern, R.; Birkbak, N.J.; Gorman, P.; Gronroos, E.; Ngang, S.; Nicola, P.; Rahman, L.;
Thanopoulou, E.; Kelly, G.; et al. Extreme chromosomal instability forecasts improved outcome in ER-negative
breast cancer: A prospective validation cohort study from the TACT trial. Ann. Oncol. 2015, 26, 1340–1346.
[CrossRef] [PubMed]

65. Roylance, R.; Endesfelder, D.; Gorman, P.; Burrell, R.A.; Sander, J.; Tomlinson, I.; Hanby, A.M.; Speirs, V.;
Richardson, A.L.; Birkbak, N.J.; et al. Relationship of extreme chromosomal instability with long-term survival in
a retrospective analysis of primary breast cancer. Cancer Epidemiol. Biomark. Prev. 2011, 20, 2183–2194. [CrossRef]
[PubMed]

66. Cunningham, C.E.; MacAuley, M.J.; Yadav, G.; Vizeacoumar, F.S.; Freywald, A.; Vizeacoumar, F.J. Targeting
the CINful genome: Strategies to overcome tumor heterogeneity. Prog. Biophys. Mol. Biol. 2019, 147, 77–91.
[CrossRef]

67. Thompson, L.L.; Jeusset, L.M.; Lepage, C.C.; McManus, K.J. Evolving Therapeutic Strategies to Exploit
Chromosome Instability in Cancer. Cancers (Basel) 2017, 9, 151. [CrossRef]

68. Stirling, P.C.; Bloom, M.S.; Solanki-Patil, T.; Smith, S.; Sipahimalani, P.; Li, Z.; Kofoed, M.; Ben-Aroya, S.;
Myung, K.; Hieter, P. The complete spectrum of yeast chromosome instability genes identifies candidate CIN
cancer genes and functional roles for ASTRA complex components. PLoS Genet. 2011, 7, e1002057. [CrossRef]

69. Levine, M.S.; Holland, A.J. The impact of mitotic errors on cell proliferation and tumorigenesis. Genes Dev.
2018, 32, 620–638. [CrossRef]

70. Cahill, D.P.; Lengauer, C.; Yu, J.; Riggins, G.J.; Willson, J.K.; Markowitz, S.D.; Kinzler, K.W.; Vogelstein, B.
Mutations of mitotic checkpoint genes in human cancers. Nature 1998, 392, 300–303. [CrossRef]

http://dx.doi.org/10.1038/s41388-019-1127-5
http://www.ncbi.nlm.nih.gov/pubmed/31784650
http://dx.doi.org/10.1038/s41598-019-41098-0
http://www.ncbi.nlm.nih.gov/pubmed/30872730
http://dx.doi.org/10.1038/nature25432
http://www.ncbi.nlm.nih.gov/pubmed/29342134
http://dx.doi.org/10.1073/pnas.1618215113
http://dx.doi.org/10.1186/s13039-019-0429-1
http://dx.doi.org/10.1158/0008-5472.CAN-10-3604
http://www.ncbi.nlm.nih.gov/pubmed/21363922
http://dx.doi.org/10.18632/oncotarget.20829
http://dx.doi.org/10.1016/j.lungcan.2008.07.016
http://dx.doi.org/10.18632/oncotarget.26485
http://dx.doi.org/10.1186/1471-2407-10-182
http://www.ncbi.nlm.nih.gov/pubmed/20459605
http://dx.doi.org/10.1136/gut.2007.135004
http://www.ncbi.nlm.nih.gov/pubmed/18364437
http://dx.doi.org/10.1158/0008-5472.CAN-10-3667
http://www.ncbi.nlm.nih.gov/pubmed/21270108
http://dx.doi.org/10.1093/annonc/mdv178
http://www.ncbi.nlm.nih.gov/pubmed/26003169
http://dx.doi.org/10.1158/1055-9965.EPI-11-0343
http://www.ncbi.nlm.nih.gov/pubmed/21784954
http://dx.doi.org/10.1016/j.pbiomolbio.2019.02.006
http://dx.doi.org/10.3390/cancers9110151
http://dx.doi.org/10.1371/journal.pgen.1002057
http://dx.doi.org/10.1101/gad.314351.118
http://dx.doi.org/10.1038/32688


Cancers 2020, 12, 824 15 of 19

71. Jessulat, M.; Malty, R.H.; Nguyen-Tran, D.H.; Deineko, V.; Aoki, H.; Vlasblom, J.; Omidi, K.; Jin, K.; Minic, Z.;
Hooshyar, M.; et al. Spindle Checkpoint Factors Bub1 and Bub2 Promote DNA Double-Strand Break Repair
by Nonhomologous End Joining. Mol. Cell Biol. 2015, 35, 2448–2463. [CrossRef] [PubMed]

72. Ryan, S.D.; Britigan, E.M.; Zasadil, L.M.; Witte, K.; Audhya, A.; Roopra, A.; Weaver, B.A. Up-regulation
of the mitotic checkpoint component Mad1 causes chromosomal instability and resistance to microtubule
poisons. Proc. Natl. Acad. Sci. USA 2012, 109, 2205–2214. [CrossRef] [PubMed]

73. Chan, G.K.; Jablonski, S.A.; Starr, D.A.; Goldberg, M.L.; Yen, T.J. Human Zw10 and ROD are mitotic
checkpoint proteins that bind to kinetochores. Nat. Cell Biol. 2000, 2, 944–947. [CrossRef] [PubMed]

74. Kops, G.J.; Kim, Y.; Weaver, B.A.; Mao, Y.; McLeod, I.; Yates, J.R., 3rd; Tagaya, M.; Cleveland, D.W. ZW10
links mitotic checkpoint signaling to the structural kinetochore. J. Cell Biol. 2005, 169, 49–60. [CrossRef]

75. Jelluma, N.; Brenkman, A.B.; McLeod, I.; Yates, J.R., 3rd; Cleveland, D.W.; Medema, R.H.; Kops, G.J.
Chromosomal instability by inefficient Mps1 auto-activation due to a weakened mitotic checkpoint and
lagging chromosomes. PLoS ONE 2008, 3, e2415. [CrossRef]

76. Schaar, B.T.; Chan, G.K.; Maddox, P.; Salmon, E.D.; Yen, T.J. CENP-E function at kinetochores is essential for
chromosome alignment. J. Cell Biol. 1997, 139, 1373–1382. [CrossRef]

77. Bakhoum, S.F.; Genovese, G.; Compton, D.A. Deviant kinetochore microtubule dynamics underlie
chromosomal instability. Curr. Biol. 2009, 19, 1937–1942. [CrossRef]

78. Cimini, D.; Fioravanti, D.; Salmon, E.D.; Degrassi, F. Merotelic kinetochore orientation versus chromosome
mono-orientation in the origin of lagging chromosomes in human primary cells. J. Cell Sci. 2002, 115, 507–515.

79. Putkey, F.R.; Cramer, T.; Morphew, M.K.; Silk, A.D.; Johnson, R.S.; McIntosh, J.R.; Cleveland, D.W. Unstable
kinetochore-microtubule capture and chromosomal instability following deletion of CENP-E. Dev. Cell 2002,
3, 351–365. [CrossRef]

80. Cheng, X.; Shen, Z.; Yang, J.; Lu, S.H.; Cui, Y. ECRG2 disruption leads to centrosome amplification and spindle
checkpoint defects contributing chromosome instability. J. Biol. Chem. 2008, 283, 5888–5898. [CrossRef]

81. Kuhn, E.; Wang, T.L.; Doberstein, K.; Bahadirli-Talbott, A.; Ayhan, A.; Sehdev, A.S.; Drapkin, R.; Kurman, R.J.;
Shih Ie, M. CCNE1 amplification and centrosome number abnormality in serous tubal intraepithelial
carcinoma: Further evidence supporting its role as a precursor of ovarian high-grade serous carcinoma.
Mod. Pathol. 2016, 29, 1254–1261. [CrossRef] [PubMed]

82. Lentini, L.; Amato, A.; Schillaci, T.; Di Leonardo, A. Simultaneous Aurora-A/STK15 overexpression and
centrosome amplification induce chromosomal instability in tumor cells with a MIN phenotype. BMC Cancer
2007, 7, e212. [CrossRef]

83. Boardman, L.A.; Johnson, R.A.; Viker, K.B.; Hafner, K.A.; Jenkins, R.B.; Riegert-Johnson, D.L.; Smyrk, T.C.;
Litzelman, K.; Seo, S.; Gangnon, R.E.; et al. Correlation of chromosomal instability, telomere length and
telomere maintenance in microsatellite stable rectal cancer: A molecular subclass of rectal cancer. PLoS ONE
2013, 8, e80015. [CrossRef] [PubMed]

84. Finley, J.C.; Reid, B.J.; Odze, R.D.; Sanchez, C.A.; Galipeau, P.; Li, X.; Self, S.G.; Gollahon, K.A.; Blount, P.L.;
Rabinovitch, P.S. Chromosomal instability in Barrett’s esophagus is related to telomere shortening. Cancer
Epidemiol. Biomark. Prev. 2006, 15, 1451–1457. [CrossRef] [PubMed]

85. Murnane, J.P. Telomere dysfunction and chromosome instability. Mutat. Res. 2012, 730, 28–36. [CrossRef]
[PubMed]

86. Burrell, R.A.; McClelland, S.E.; Endesfelder, D.; Groth, P.; Weller, M.C.; Shaikh, N.; Domingo, E.; Kanu, N.;
Dewhurst, S.M.; Gronroos, E.; et al. Replication stress links structural and numerical cancer chromosomal
instability. Nature 2013, 494, 492–496. [CrossRef] [PubMed]

87. Wilhelm, T.; Olziersky, A.M.; Harry, D.; De Sousa, F.; Vassal, H.; Eskat, A.; Meraldi, P. Mild replication stress
causes chromosome mis-segregation via premature centriole disengagement. Nat. Commun. 2019, 10, e3585.
[CrossRef]

88. Burrell, R.A.; Swanton, C. Tumour heterogeneity and the evolution of polyclonal drug resistance. Mol. Oncol.
2014, 8, 1095–1111. [CrossRef]

89. Rosai, J.; Ackerman, L.V. The pathology of tumors, part III: Grading, staging & classification. CA Cancer
J. Clin. 1979, 29, 66–77. [CrossRef]

90. Sobin, L.H. The international histological classification of tumours. Bull. World Health Organ. 1981, 59, 813–819.
91. DeVita, V.T., Jr.; Chu, E. A history of cancer chemotherapy. Cancer Res. 2008, 68, 8643–8653. [CrossRef]

[PubMed]

http://dx.doi.org/10.1128/MCB.00007-15
http://www.ncbi.nlm.nih.gov/pubmed/25963654
http://dx.doi.org/10.1073/pnas.1201911109
http://www.ncbi.nlm.nih.gov/pubmed/22778409
http://dx.doi.org/10.1038/35046598
http://www.ncbi.nlm.nih.gov/pubmed/11146660
http://dx.doi.org/10.1083/jcb.200411118
http://dx.doi.org/10.1371/journal.pone.0002415
http://dx.doi.org/10.1083/jcb.139.6.1373
http://dx.doi.org/10.1016/j.cub.2009.09.055
http://dx.doi.org/10.1016/S1534-5807(02)00255-1
http://dx.doi.org/10.1074/jbc.M708145200
http://dx.doi.org/10.1038/modpathol.2016.101
http://www.ncbi.nlm.nih.gov/pubmed/27443516
http://dx.doi.org/10.1186/1471-2407-7-212
http://dx.doi.org/10.1371/journal.pone.0080015
http://www.ncbi.nlm.nih.gov/pubmed/24278232
http://dx.doi.org/10.1158/1055-9965.EPI-05-0837
http://www.ncbi.nlm.nih.gov/pubmed/16896031
http://dx.doi.org/10.1016/j.mrfmmm.2011.04.008
http://www.ncbi.nlm.nih.gov/pubmed/21575645
http://dx.doi.org/10.1038/nature11935
http://www.ncbi.nlm.nih.gov/pubmed/23446422
http://dx.doi.org/10.1038/s41467-019-11584-0
http://dx.doi.org/10.1016/j.molonc.2014.06.005
http://dx.doi.org/10.3322/canjclin.29.2.66
http://dx.doi.org/10.1158/0008-5472.CAN-07-6611
http://www.ncbi.nlm.nih.gov/pubmed/18974103


Cancers 2020, 12, 824 16 of 19

92. Twelves, C.; Jove, M.; Gombos, A.; Awada, A. Cytotoxic chemotherapy: Still the mainstay of clinical practice
for all subtypes metastatic breast cancer. Crit. Rev. Oncol. Hematol. 2016, 100, 74–87. [CrossRef] [PubMed]

93. Bakhoum, S.F.; Landau, D.A. Chromosomal Instability as a Driver of Tumor Heterogeneity and Evolution.
Cold Spring Harb Perspect. Med. 2017, 7. [CrossRef] [PubMed]

94. McGranahan, N.; Swanton, C. Biological and therapeutic impact of intratumor heterogeneity in cancer
evolution. Cancer Cell 2015, 27, 15–26. [CrossRef]

95. Stanta, G.; Bonin, S. A Practical Approach to Tumor Heterogeneity in Clinical Research and Diagnostics.
Pathobiology 2018, 85, 7–17. [CrossRef]

96. Prasetyanti, P.R.; Medema, J.P. Intra-tumor heterogeneity from a cancer stem cell perspective. Mol. Cancer
2017, 16, e41. [CrossRef]

97. Gerlinger, M.; Horswell, S.; Larkin, J.; Rowan, A.J.; Salm, M.P.; Varela, I.; Fisher, R.; McGranahan, N.;
Matthews, N.; Santos, C.R.; et al. Genomic architecture and evolution of clear cell renal cell carcinomas
defined by multiregion sequencing. Nat. Genet. 2014, 46, 225–233. [CrossRef]

98. Gerlinger, M.; Rowan, A.J.; Horswell, S.; Math, M.; Larkin, J.; Endesfelder, D.; Gronroos, E.; Martinez, P.;
Matthews, N.; Stewart, A.; et al. Intratumor heterogeneity and branched evolution revealed by multiregion
sequencing. N. Engl. J. Med. 2012, 366, 883–892. [CrossRef]

99. Alix-Panabieres, C.; Pantel, K. Clinical Applications of Circulating Tumor Cells and Circulating Tumor DNA
as Liquid Biopsy. Cancer Discov. 2016, 6, 479–491. [CrossRef]

100. Torres, L.; Ribeiro, F.R.; Pandis, N.; Andersen, J.A.; Heim, S.; Teixeira, M.R. Intratumor genomic heterogeneity
in breast cancer with clonal divergence between primary carcinomas and lymph node metastases. Breast Cancer
Res. Treat. 2007, 102, 143–155. [CrossRef]

101. Wei, Q.; Ye, Z.; Zhong, X.; Li, L.; Wang, C.; Myers, R.E.; Palazzo, J.P.; Fortuna, D.; Yan, A.; Waldman, S.A.;
et al. Multiregion whole-exome sequencing of matched primary and metastatic tumors revealed genomic
heterogeneity and suggested polyclonal seeding in colorectal cancer metastasis. Ann. Oncol. 2017, 28, 2135–2141.
[CrossRef] [PubMed]

102. Grzywa, T.M.; Paskal, W.; Wlodarski, P.K. Intratumor and Intertumor Heterogeneity in Melanoma.
Transl. Oncol. 2017, 10, 956–975. [CrossRef]

103. Sutherland, K.D.; Visvader, J.E. Cellular Mechanisms Underlying Intertumoral Heterogeneity. Trends Cancer
2015, 1, 15–23. [CrossRef]

104. Bray, F.; Ferlay, J.; Soerjomataram, I.; Siegel, R.L.; Torre, L.A.; Jemal, A. Global cancer statistics 2018:
GLOBOCAN estimates of incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer
J. Clin. 2018, 68, 394–424. [CrossRef]

105. Dillekas, H.; Rogers, M.S.; Straume, O. Are 90% of deaths from cancer caused by metastases? Cancer Med.
2019, 8, 5574–5576. [CrossRef]

106. Amin, M.B.; Greene, F.L.; Edge, S.B.; Compton, C.C.; Gershenwald, J.E.; Brookland, R.K.; Meyer, L.;
Gress, D.M.; Byrd, D.R.; Winchester, D.P. The Eighth Edition AJCC Cancer Staging Manual: Continuing to
build a bridge from a population-based to a more "personalized" approach to cancer staging. CA Cancer
J. Clin. 2017, 67, 93–99. [CrossRef]

107. Xiao, W.; Zheng, S.; Yang, A.; Zhang, X.; Zou, Y.; Tang, H.; Xie, X. Breast cancer subtypes and the risk of
distant metastasis at initial diagnosis: A population-based study. Cancer Manag. Res. 2018, 10, 5329–5338.
[CrossRef]

108. Salvador, S.; Rempel, A.; Soslow, R.A.; Gilks, B.; Huntsman, D.; Miller, D. Chromosomal instability in
fallopian tube precursor lesions of serous carcinoma and frequent monoclonality of synchronous ovarian
and fallopian tube mucosal serous carcinoma. Gynecol. Oncol. 2008, 110, 408–417. [CrossRef]

109. Turajlic, S.; Xu, H.; Litchfield, K.; Rowan, A.; Chambers, T.; Lopez, J.I.; Nicol, D.; O’Brien, T.; Larkin, J.;
Horswell, S.; et al. Tracking Cancer Evolution Reveals Constrained Routes to Metastases: TRACERx Renal.
Cell 2018, 173, 581–594. [CrossRef]

110. Pastushenko, I.; Blanpain, C. EMT Transition States during Tumor Progression and Metastasis. Trends Cell
Biol. 2019, 29, 212–226. [CrossRef]

111. Naxerova, K.; Jain, R.K. Using tumor phylogenetics to identify the roots of metastasis in humans. Nat. Rev.
Clin. Oncol. 2015, 12, 258–272. [CrossRef]

112. Turajlic, S.; Swanton, C. Metastasis as an evolutionary process. Science 2016, 352, 169–175. [CrossRef]

http://dx.doi.org/10.1016/j.critrevonc.2016.01.021
http://www.ncbi.nlm.nih.gov/pubmed/26857987
http://dx.doi.org/10.1101/cshperspect.a029611
http://www.ncbi.nlm.nih.gov/pubmed/28213433
http://dx.doi.org/10.1016/j.ccell.2014.12.001
http://dx.doi.org/10.1159/000477813
http://dx.doi.org/10.1186/s12943-017-0600-4
http://dx.doi.org/10.1038/ng.2891
http://dx.doi.org/10.1056/NEJMoa1113205
http://dx.doi.org/10.1158/2159-8290.CD-15-1483
http://dx.doi.org/10.1007/s10549-006-9317-6
http://dx.doi.org/10.1093/annonc/mdx278
http://www.ncbi.nlm.nih.gov/pubmed/28911083
http://dx.doi.org/10.1016/j.tranon.2017.09.007
http://dx.doi.org/10.1016/j.trecan.2015.07.003
http://dx.doi.org/10.3322/caac.21492
http://dx.doi.org/10.1002/cam4.2474
http://dx.doi.org/10.3322/caac.21388
http://dx.doi.org/10.2147/CMAR.S176763
http://dx.doi.org/10.1016/j.ygyno.2008.05.010
http://dx.doi.org/10.1016/j.cell.2018.03.057
http://dx.doi.org/10.1016/j.tcb.2018.12.001
http://dx.doi.org/10.1038/nrclinonc.2014.238
http://dx.doi.org/10.1126/science.aaf2784


Cancers 2020, 12, 824 17 of 19

113. Macintyre, G.; Van Loo, P.; Corcoran, N.M.; Wedge, D.C.; Markowetz, F.; Hovens, C.M. How Subclonal
Modeling Is Changing the Metastatic Paradigm. Clin. Cancer Res. 2017, 23, 630–635. [CrossRef]

114. Talmadge, J.E. Clonal selection of metastasis within the life history of a tumor. Cancer Res. 2007, 67, 11471–11475.
[CrossRef]

115. Nguyen, D.X.; Massague, J. Genetic determinants of cancer metastasis. Nat. Rev. Genet. 2007, 8, 341–352.
[CrossRef]

116. Onder, T.T.; Gupta, P.B.; Mani, S.A.; Yang, J.; Lander, E.S.; Weinberg, R.A. Loss of E-cadherin promotes
metastasis via multiple downstream transcriptional pathways. Cancer Res. 2008, 68, 3645–3654. [CrossRef]

117. Petrova, Y.I.; Schecterson, L.; Gumbiner, B.M. Roles for E-cadherin cell surface regulation in cancer. Mol. Biol.
Cell 2016, 27, 3233–3244. [CrossRef]

118. Carter, S.L.; Eklund, A.C.; Kohane, I.S.; Harris, L.N.; Szallasi, Z. A signature of chromosomal instability
inferred from gene expression profiles predicts clinical outcome in multiple human cancers. Nat. Genet. 2006,
38, 1043–1048. [CrossRef]

119. Lengauer, C.; Kinzler, K.W.; Vogelstein, B. Genetic instability in colorectal cancers. Nature 1997, 386, 623–627.
[CrossRef]

120. Orsetti, B.; Selves, J.; Bascoul-Mollevi, C.; Lasorsa, L.; Gordien, K.; Bibeau, F.; Massemin, B.; Paraf, F.;
Soubeyran, I.; Hostein, I.; et al. Impact of chromosomal instability on colorectal cancer progression and
outcome. BMC Cancer 2014, 14, e121. [CrossRef]

121. Bartlett, J.M.; Munro, A.F.; Dunn, J.A.; McConkey, C.; Jordan, S.; Twelves, C.J.; Cameron, D.A.; Thomas, J.;
Campbell, F.M.; Rea, D.W.; et al. Predictive markers of anthracycline benefit: A prospectively planned
analysis of the UK National Epirubicin Adjuvant Trial (NEAT/BR9601). Lancet Oncol. 2010, 11, 266–274.
[CrossRef]

122. Munro, A.F.; Twelves, C.; Thomas, J.S.; Cameron, D.A.; Bartlett, J.M. Chromosome instability and benefit
from adjuvant anthracyclines in breast cancer. Br. J. Cancer 2012, 107, 71–74. [CrossRef]

123. Swanton, C.; Nicke, B.; Schuett, M.; Eklund, A.C.; Ng, C.; Li, Q.; Hardcastle, T.; Lee, A.; Roy, R.; East, P.;
et al. Chromosomal instability determines taxane response. Proc. Natl. Acad. Sci. USA 2009, 106, 8671–8676.
[CrossRef]

124. Spears, M.; Yousif, F.; Lyttle, N.; Boutros, P.C.; Munro, A.F.; Twelves, C.; Pritchard, K.I.; Levine, M.N.;
Shepherd, L.; Bartlett, J.M. A four gene signature predicts benefit from anthracyclines: Evidence from the
BR9601 and MA.5 clinical trials. Oncotarget 2015, 6, 31693–31701. [CrossRef]

125. Smeets, D.; Miller, I.S.; O’Connor, D.P.; Das, S.; Moran, B.; Boeckx, B.; Gaiser, T.; Betge, J.; Barat, A.; Klinger, R.;
et al. Copy number load predicts outcome of metastatic colorectal cancer patients receiving bevacizumab
combination therapy. Nat. Commun. 2018, 9, e4112. [CrossRef]

126. Lagarde, P.; Perot, G.; Kauffmann, A.; Brulard, C.; Dapremont, V.; Hostein, I.; Neuville, A.; Wozniak, A.;
Sciot, R.; Schoffski, P.; et al. Mitotic checkpoints and chromosome instability are strong predictors of clinical
outcome in gastrointestinal stromal tumors. Clin. Cancer Res. 2012, 18, 826–838. [CrossRef]

127. Tang, R.; Ho, Y.S.; You, Y.T.; Hsu, K.C.; Chen, J.S.; Changchien, C.R.; Wang, J.Y. Prognostic evaluation of DNA
flow cytometric and histopathologic parameters of colorectal cancer. Cancer 1995, 76, 1724–1730. [CrossRef]

128. Habermann, J.K.; Doering, J.; Hautaniemi, S.; Roblick, U.J.; Bundgen, N.K.; Nicorici, D.; Kronenwett, U.;
Rathnagiriswaran, S.; Mettu, R.K.; Ma, Y.; et al. The gene expression signature of genomic instability in
breast cancer is an independent predictor of clinical outcome. Int. J. Cancer 2009, 124, 1552–1564. [CrossRef]

129. How, C.; Bruce, J.; So, J.; Pintilie, M.; Haibe-Kains, B.; Hui, A.; Clarke, B.A.; Hedley, D.W.; Hill, R.P.;
Milosevic, M.; et al. Chromosomal instability as a prognostic marker in cervical cancer. BMC Cancer 2015,
15, 361. [CrossRef]

130. Kasprzyk, M.; Dyszkiewicz, W.; Piwkowski, C.; Gasiorowski, L.; Kaczmarek, E. Prognostic value of DNA
ploidy: 5-year follow-up of patients with resectable squamous cell carcinoma (SCC) of the lung. Lung Cancer
2006, 51, 201–206. [CrossRef]

131. Lykkesfeldt, A.E.; Balslev, I.; Christensen, I.J.; Larsen, J.K.; Molgaard, H.; Rasmussen, B.B.; Thorpe, S.; Rose, C.
DNA ploidy and S-phase fraction in primary breast carcinomas in relation to prognostic factors and survival
for premenopausal patients at high risk for recurrent disease. Acta. Oncol. 1988, 27, 749–756. [CrossRef]
[PubMed]

132. Nakazawa, M. The prognostic significance of DNA ploidy for neuroblastoma. Surg. Today 1993, 23, 215–219.
[CrossRef] [PubMed]

http://dx.doi.org/10.1158/1078-0432.CCR-16-0234
http://dx.doi.org/10.1158/0008-5472.CAN-07-2496
http://dx.doi.org/10.1038/nrg2101
http://dx.doi.org/10.1158/0008-5472.CAN-07-2938
http://dx.doi.org/10.1091/mbc.E16-01-0058
http://dx.doi.org/10.1038/ng1861
http://dx.doi.org/10.1038/386623a0
http://dx.doi.org/10.1186/1471-2407-14-121
http://dx.doi.org/10.1016/S1470-2045(10)70006-1
http://dx.doi.org/10.1038/bjc.2012.232
http://dx.doi.org/10.1073/pnas.0811835106
http://dx.doi.org/10.18632/oncotarget.5562
http://dx.doi.org/10.1038/s41467-018-06567-6
http://dx.doi.org/10.1158/1078-0432.CCR-11-1610
http://dx.doi.org/10.1002/1097-0142(19951115)76:10&lt;1724::AID-CNCR2820761008&gt;3.0.CO;2-C
http://dx.doi.org/10.1002/ijc.24017
http://dx.doi.org/10.1186/s12885-015-1372-0
http://dx.doi.org/10.1016/j.lungcan.2005.10.014
http://dx.doi.org/10.3109/02841868809091780
http://www.ncbi.nlm.nih.gov/pubmed/3219225
http://dx.doi.org/10.1007/BF00309230
http://www.ncbi.nlm.nih.gov/pubmed/8467172


Cancers 2020, 12, 824 18 of 19

133. Pradhan, M.; Abeler, V.M.; Danielsen, H.E.; Sandstad, B.; Trope, C.G.; Kristensen, G.B.; Risberg, B.A.
Prognostic importance of DNA ploidy and DNA index in stage I and II endometrioid adenocarcinoma of the
endometrium. Ann. Oncol. 2012, 23, 1178–1184. [CrossRef]

134. Rodenburg, C.J.; Cornelisse, C.J.; Heintz, P.A.; Hermans, J.; Fleuren, G.J. Tumor ploidy as a major prognostic
factor in advanced ovarian cancer. Cancer 1987, 59, 317–323. [CrossRef]

135. Song, T.; Lee, J.W.; Kim, H.J.; Kim, M.K.; Choi, C.H.; Kim, T.J.; Bae, D.S.; Kim, B.G. Prognostic significance of
DNA ploidy in stage I endometrial cancer. Gynecol. Oncol. 2011, 122, 79–82. [CrossRef]

136. Tsavaris, N.; Kavantzas, N.; Tsigritis, K.; Xynos, I.D.; Papadoniou, N.; Lazaris, A.; Kosmas, C.; Agrogiannis, G.;
Dokou, A.; Felekouras, E.; et al. Evaluation of DNA ploidy in relation with established prognostic factors
in patients with locally advanced (unresectable) or metastatic pancreatic adenocarcinoma: A retrospective
analysis. BMC Cancer 2009, 9, 264. [CrossRef] [PubMed]

137. Janssen, A.; Kops, G.J.; Medema, R.H. Elevating the frequency of chromosome mis-segregation as a strategy
to kill tumor cells. Proc. Natl. Acad. Sci. USA 2009, 106, 19108–19113. [CrossRef]

138. Bryant, H.E.; Schultz, N.; Thomas, H.D.; Parker, K.M.; Flower, D.; Lopez, E.; Kyle, S.; Meuth, M.; Curtin, N.J.;
Helleday, T. Specific killing of BRCA2-deficient tumours with inhibitors of poly(ADP-ribose) polymerase.
Nature 2005, 434, 913–917. [CrossRef]

139. Farmer, H.; McCabe, N.; Lord, C.J.; Tutt, A.N.; Johnson, D.A.; Richardson, T.B.; Santarosa, M.; Dillon, K.J.;
Hickson, I.; Knights, C.; et al. Targeting the DNA repair defect in BRCA mutant cells as a therapeutic strategy.
Nature 2005, 434, 917–921. [CrossRef]

140. McManus, K.J.; Barrett, I.J.; Nouhi, Y.; Hieter, P. Specific synthetic lethal killing of RAD54B-deficient human
colorectal cancer cells by FEN1 silencing. Proc. Natl. Acad. Sci. USA 2009, 106, 3276–3281. [CrossRef]

141. Sajesh, B.V.; Guppy, B.J.; McManus, K.J. Synthetic genetic targeting of genome instability in cancer. Cancers
(Basel) 2013, 5, 739–761. [CrossRef] [PubMed]

142. Sajesh, B.V.; McManus, K.J. Targeting SOD1 induces synthetic lethal killing in BLM- and CHEK2-deficient
colorectal cancer cells. Oncotarget 2015, 6, 27907–27922. [CrossRef] [PubMed]

143. McAndrew, E.N.; Lepage, C.C.; McManus, K.J. The synthetic lethal killing of RAD54B-deficient colorectal
cancer cells by PARP1 inhibition is enhanced with SOD1 inhibition. Oncotarget 2016, 7, 87417–87430.
[CrossRef] [PubMed]

144. Friedl, P.; Alexander, S. Cancer invasion and the microenvironment: Plasticity and reciprocity. Cell 2011,
147, 992–1009. [CrossRef] [PubMed]

145. Stanta, G.; Bonin, S. Overview on Clinical Relevance of Intra-Tumor Heterogeneity. Front. Med. (Lausanne)
2018, 5, 85. [CrossRef]

146. Witsch, E.; Sela, M.; Yarden, Y. Roles for growth factors in cancer progression. Physiology (Bethesda) 2010,
25, 85–101. [CrossRef]

147. Gupta, R.G.; Somer, R.A. Intratumor Heterogeneity: Novel Approaches for Resolving Genomic Architecture
and Clonal Evolution. Mol. Cancer Res. 2017, 15, 1127–1137. [CrossRef]

148. Turajlic, S.; McGranahan, N.; Swanton, C. Inferring mutational timing and reconstructing tumour evolutionary
histories. Biochim. Biophys. Acta. 2015, 1855, 264–275. [CrossRef]

149. Russo, M.; Lamba, S.; Lorenzato, A.; Sogari, A.; Corti, G.; Rospo, G.; Mussolin, B.; Montone, M.; Lazzari, L.;
Arena, S.; et al. Reliance upon ancestral mutations is maintained in colorectal cancers that heterogeneously
evolve during targeted therapies. Nat. Commun. 2018, 9, e2287. [CrossRef]

150. Misale, S.; Arena, S.; Lamba, S.; Siravegna, G.; Lallo, A.; Hobor, S.; Russo, M.; Buscarino, M.; Lazzari, L.;
Sartore-Bianchi, A.; et al. Blockade of EGFR and MEK intercepts heterogeneous mechanisms of acquired
resistance to anti-EGFR therapies in colorectal cancer. Sci. Transl. Med. 2014, 6, 224ra226. [CrossRef]

151. Chen, G.; Mulla, W.A.; Kucharavy, A.; Tsai, H.J.; Rubinstein, B.; Conkright, J.; McCroskey, S.; Bradford, W.D.;
Weems, L.; Haug, J.S.; et al. Targeting the adaptability of heterogeneous aneuploids. Cell 2015, 160, 771–784.
[CrossRef] [PubMed]

152. Bergshoeff, V.E.; Van der Heijden, S.J.; Haesevoets, A.; Litjens, S.G.; Bot, F.J.; Voogd, A.C.; Chenault, M.N.;
Hopman, A.H.; Schuuring, E.; Van der Wal, J.M.; et al. Chromosome instability predicts progression of
premalignant lesions of the larynx. Pathology 2014, 46, 216–224. [CrossRef] [PubMed]

153. Giaretti, W.; Monteghirfo, S.; Pentenero, M.; Gandolfo, S.; Malacarne, D.; Castagnola, P. Chromosomal
instability, DNA index, dysplasia, and subsite in oral premalignancy as intermediate endpoints of risk of
cancer. Cancer Epidemiol. Biomark. Prev. 2013, 22, 1133–1141. [CrossRef] [PubMed]

http://dx.doi.org/10.1093/annonc/mdr368
http://dx.doi.org/10.1002/1097-0142(19870115)59:2&lt;317::AID-CNCR2820590225&gt;3.0.CO;2-4
http://dx.doi.org/10.1016/j.ygyno.2011.03.017
http://dx.doi.org/10.1186/1471-2407-9-264
http://www.ncbi.nlm.nih.gov/pubmed/19646258
http://dx.doi.org/10.1073/pnas.0904343106
http://dx.doi.org/10.1038/nature03443
http://dx.doi.org/10.1038/nature03445
http://dx.doi.org/10.1073/pnas.0813414106
http://dx.doi.org/10.3390/cancers5030739
http://www.ncbi.nlm.nih.gov/pubmed/24202319
http://dx.doi.org/10.18632/oncotarget.4875
http://www.ncbi.nlm.nih.gov/pubmed/26318585
http://dx.doi.org/10.18632/oncotarget.13654
http://www.ncbi.nlm.nih.gov/pubmed/27902462
http://dx.doi.org/10.1016/j.cell.2011.11.016
http://www.ncbi.nlm.nih.gov/pubmed/22118458
http://dx.doi.org/10.3389/fmed.2018.00085
http://dx.doi.org/10.1152/physiol.00045.2009
http://dx.doi.org/10.1158/1541-7786.MCR-17-0070
http://dx.doi.org/10.1016/j.bbcan.2015.03.005
http://dx.doi.org/10.1038/s41467-018-04506-z
http://dx.doi.org/10.1126/scitranslmed.3007947
http://dx.doi.org/10.1016/j.cell.2015.01.026
http://www.ncbi.nlm.nih.gov/pubmed/25679766
http://dx.doi.org/10.1097/PAT.0000000000000068
http://www.ncbi.nlm.nih.gov/pubmed/24614717
http://dx.doi.org/10.1158/1055-9965.EPI-13-0147
http://www.ncbi.nlm.nih.gov/pubmed/23629518


Cancers 2020, 12, 824 19 of 19

154. Wanders, L.K.; Cordes, M.; Voorham, Q.; Sie, D.; de Vries, S.D.; d’Haens, G.; de Boer, N.K.H.; Ylstra, B.;
van Grieken, N.C.T.; Meijer, G.A.; et al. IBD-Associated Dysplastic Lesions Show More Chromosomal
Instability Than Sporadic Adenomas. Inflamm. Bowel Dis. 2020, 26, 167–180. [CrossRef]

155. Hiley, C.T.; Swanton, C. Spatial and temporal cancer evolution: Causes and consequences of tumour diversity.
Clin. Med. (Lond) 2014, 14, 33–37. [CrossRef]

156. Salk, J.J.; Schmitt, M.W.; Loeb, L.A. Enhancing the accuracy of next-generation sequencing for detecting rare
and subclonal mutations. Nat. Rev. Genet. 2018, 19, 269–285. [CrossRef]

157. McGranahan, N.; Burrell, R.A.; Endesfelder, D.; Novelli, M.R.; Swanton, C. Cancer chromosomal instability:
Therapeutic and diagnostic challenges. EMBO Rep. 2012, 13, 528–538. [CrossRef]

158. Kapeleris, J.; Kulasinghe, A.; Warkiani, M.E.; Vela, I.; Kenny, L.; O’Byrne, K.; Punyadeera, C. The Prognostic
Role of Circulating Tumor Cells (CTCs) in Lung Cancer. Front. Oncol. 2018, 8, e311. [CrossRef]

159. Wang, J.; Chang, S.; Li, G.; Sun, Y. Application of liquid biopsy in precision medicine: Opportunities and
challenges. Front. Med. 2017, 11, 522–527. [CrossRef]

160. Balakrishnan, A.; Koppaka, D.; Anand, A.; Deb, B.; Grenci, G.; Viasnoff, V.; Thompson, E.W.; Gowda, H.;
Bhat, R.; Rangarajan, A.; et al. Circulating Tumor Cell cluster phenotype allows monitoring response to
treatment and predicts survival. Sci. Rep. 2019, 9, 7933. [CrossRef]

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1093/ibd/izz171
http://dx.doi.org/10.7861/clinmedicine.14-6-s33
http://dx.doi.org/10.1038/nrg.2017.117
http://dx.doi.org/10.1038/embor.2012.61
http://dx.doi.org/10.3389/fonc.2018.00311
http://dx.doi.org/10.1007/s11684-017-0526-7
http://dx.doi.org/10.1038/s41598-019-44404-y
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Genome and Chromosome Instability; Definition and Types of CIN 
	Critical Distinctions Between Aneuploidy and CIN 
	Fundamental Concepts in Assessing CIN: Benefits and Limitations 

	The impact of CIN on Cancer Development and Progression 
	CIN Influences the Metastatic Potential of Many Cancer Types 
	CIN and Cancer Prognosis 
	CIN and its Impact on Precision Medicine Strategies 
	The Impact of CIN on Therapeutic Targeting 

	Conclusions 
	References

