
REVIEW Open Access

The emerging links between chromosomal
instability (CIN), metastasis, inflammation
and tumour immunity
Andréa E. Tijhuis, Sarah C. Johnson and Sarah E. McClelland*

Abstract

Many cancers possess an incorrect number of chromosomes, a state described as aneuploidy. Aneuploidy is often caused
by Chromosomal Instability (CIN), a process of continuous chromosome mis-segregation. CIN is believed to endow
tumours with enhanced evolutionary capabilities due to increased intratumour heterogeneity, and facilitating adaptive
resistance to therapies. Recently, however, additional consequences and associations with CIN have been revealed,
prompting the need to understand this universal hallmark of cancer in a multifaceted context. This review is focused on
the investigation of possible links between CIN, metastasis and the host immune system in cancer development and
treatment. We specifically focus on these links since most cancer deaths are due to the consequences of metastasis, and
immunotherapy is a rapidly expanding novel avenue of cancer therapy.

Introduction
For years, the main focus of cancer research has been on
identifying genes that seem to have an influence on
tumourigenesis (oncogenes, tumour suppressor genes, and
DNA repair genes), and subsequently developing targeted
therapies against the products of these genes. This has led
to the development of some successful cancer therapies.
However, it has also become apparent that the development
and progression of cancer does not exclusively rely on the
mutation of single genes. It has long been known that a
large proportion of cancers are aneuploid, and many can-
cers also display Chromosomal Instability (CIN). Historic-
ally, specific aneuploidies have long been known to be
linked to an improved or worsened prognosis, in many can-
cers including leukaemias [1–3]. The existence of aneu-
ploidy and/or CIN in tumours often leads to large-scale
genetic changes, changing the expression of many genes at
once. Targeting one or a few gene products in cancer might
be too simplistic an approach, given the often-complex
genotypes of tumours. For this reason, aneuploidy and CIN
have received more interest in the last few years. In particu-
lar, intriguing connections between CIN, metastasis, inflam-
mation and tumour immunity are emerging themes. Here

we discuss research in these areas to provide a global over-
view of the importance of CIN including, and beyond, its
canonical role in promoting tumour genomic diversity.

Aneuploidy and chromosomal instability
Aneuploidy is defined as the state of having an amount
of chromosomes that deviates from a multiple of the
haploid number [4]. Healthy human cells contain two
sets of 23 chromosomes, one set inherited from each
parent, totalling 46 chromosomes (a state also called ‘eu-
ploid’). Human cells with 47 or 45 chromosomes would
be considered aneuploid. If cells have gained a full extra
set of chromosomes (and therefore have 92 chromo-
somes), they are not considered aneuploid, but polyploid
[4]. One well-known instance of aneuploidy among
humans is Down syndrome, where affected individuals
have three copies (a trisomy) of chromosome 21 instead
of two (disomy).
Aneuploidy itself can be notionally subdivided into

numerical or structural chromosome aberrations, often
termed numerical or structural aneuploidy. Numerical
aneuploidy is defined as having gains or losses of whole
chromosomes, therefore inducing a change in the num-
ber of chromosomes [4]. When a cell suffers gains,
losses, or translocations of parts of one or multiple chro-
mosomes, it is called structural aneuploidy, as it changes
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the structure of chromosomes without necessarily chan-
ging the number of chromosomes [4] (Fig. 1). These
states can exist separately from each other, for example
in Down Syndrome (numerical only), or leukaemias with
a single chromosome translocation (structural only), but
they are not mutually exclusive [5]. In fact, in the major-
ity of cancer types numerical and structural aneuploidy
are exquisitely intertwined (see Fig. 1), suggesting pos-
sible mechanisms that can simultaneously promote both
types of aberration [6, 7]. One interesting exception to
this rule is neuroblastoma, where numerical aneuploidy
can occur alone, and this class of aneuploidy confers a
significantly better prognosis when compared to struc-
tural aneuploidy, or a combination of structural and nu-
merical aneuploidy [8].
While aneuploidy is a state of abnormal chromosome

number, chromosomal instability (CIN) is the height-
ened rate of the acquisition of chromosome abnormal-
ities [9]. It is possible for cells to display aneuploidy
without CIN, exemplified by individuals with Down
syndrome. Interestingly, aneuploidy can, in some cases,
also induce CIN. Experiments found that cells with a
single chromosome addition often displayed more sub-
sequent chromosome gains or losses [10]. Moreover,
these cells displayed causes and/or characteristics of
CIN, such as (ultrafine) anaphase bridges [10], micro-
nuclei [11], chromosome mis-segregation and cytokin-
esis failure [12]. Aneuploidy in itself therefore also
seems to be a possible ‘gateway’ to increasingly elevated
CIN. However, CIN is generally held to lead to aneu-
ploidy, as the effects of CIN will invariably lead to
structural and/or numerical aneuploidy.
The generation of both structural and numerical aneu-

ploidies can be visible as mis-segregated chromosomal

material during mitosis, where duplicated chromosomes
are divided between two new daughter cells. Mitosis is a
tightly regulated process with number of key proteins in-
volved in assuring accurate segregation of chromosomes
to their daughter cells. However, errors in mitosis can
still occur (e.g. due to mutation of a mitotic regulator),
and some of these mitotic errors can lead to aneuploidy
[4, 9]. For example, mistakes in attachment of spindle
microtubules to a chromosome leads to mis-segregation
of that chromosome, resulting in a numerical aneu-
ploidy. Alternatively, attachment of multiple spindle mi-
crotubules from opposing sides/daughter cells can
effectively ‘tear apart’ a chromosome, causing the two
daughter cells to either gain or lose part of that chromo-
some, leading to structural aneuploidy (Fig. 2). While
aneuploidy becomes apparent during mitosis, it can be
caused by processes preceding mitosis, for example
DNA damage or replication stress [6, 7, 13]. There are
multiple defects that have been proposed to underlie
CIN in cancer: e.g. mitotic checkpoint errors [14], lag-
ging chromosomes [15], anaphase bridges [16, 17],
mono- [18–20] and multipolar [21, 22] spindles, cyto-
kinesis failure [23], telomere dysfunction [24, 25], repli-
cation stress, and DNA damage (see Fig. 2), which has
been covered extensively elsewhere [6, 14–25]. An im-
portant point to note however, is that determining
mechanisms of CIN from patient tumours is notoriously
difficult. Furthermore, many studies focus on cell lines
from a diverse panel of tumours, whereas CIN mecha-
nisms are likely to differ between tumour types, and po-
tentially patients (our unpublished observations). In
addition, recent research found that chromosome
mis-segregation has a non-random pattern in non-trans-
formed cells, with some chromosomes mis-segregating

Fig. 1 A karyogram from a high grade serous ovarian carcinoma cell (Kuramochi) showing extensive numerical (e.g. chromosome 3, green) and
structural (e.g. chromosome 1 (red) translocation to chromosome 5 (turquoise) aneuploidy
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significantly more often than others [26]. Common Fra-
gile Sites (CFSs) are sites within chromosomes that are
known to be more prone to breakage when cells experi-
ence replication stress, leading to structural aneuploidy
[27]. These observations show that both numerical and
structural aneuploidy could be generated at non-random
genomic sites; the possibility thus exists that this pattern
is different in different types of cancers as a result of dis-
tinct chromosomal instability mechanisms.

In addition to chromosomal changes in the nucleus
of the cell, CIN can also promote the acquisition of
abnormal cellular structures, such as micronuclei.
Micronuclei are small nuclear structures containing a
small amount of genetic material. This genetic material
can be a single chromosome that was lagging during
chromosome separation or a fragment of broken DNA
resulting from DNA damage [28] (Fig. 2). Micronuclei
contain less DNA repair and replication machinery, and

Fig. 2 Mitotic and chromosome replicative defects that can lead to CIN. Common defects in mitosis leading to CIN include cohesion defects,
spindle assembly checkpoint dysfunction, supernumerary centrosomes and cytokinesis failure. Problems upstream of mitosis, during DNA
replication and repair can include telomere dysfunction, leading to breakage-fusion-bridge (BFB) cycles, and replication stress
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are often prone to rupture, increasing the further accu-
mulation of chromosomal abnormalities [28, 29]. They
can also activate the innate immune system due to re-
lease of DNA into the cytoplasm (see below).

The consequences of aneuploidy and CIN in healthy cells
and cancer
Aneuploidy usually brings about drastic changes in the
genetic component of a cell. As can be expected, aneu-
ploidy normally not well-tolerated in individuals. This is
especially shown by the spectrum of congenital aneu-
ploidies in humans: almost all congenital aneuploidies
are lethal in utero (the most notable exception being tri-
somy 21) [30], and many spontaneous abortions contain
aneuploidies [31]. Structural congenital aneuploidies can
have detrimental effects on health, depending on the lo-
cation and size of the structural abnormality [32, 33].
Unsurprisingly, characteristics of CIN are also poorly
tolerated. The Spindle Assembly Checkpoint (SAC) is an
important mechanism ensuring correct chromosome
segregation [14]. Mutation of the gene encoding an im-
portant component of the SAC, BubR1, can lead to
Mosaic Variegated Aneuploidy (MVA), a condition char-
acterised by mosaic aneuploidy caused by increased
chromosome mis-segregation [34, 35]. Experiments con-
ducted on mouse embryos revealed that BubR1 defi-
ciency can lead to embryonic lethality [36]. In humans,
individuals born with this congenital condition grow at a
slower rate compared to healthy individuals, and display
a range of other abnormalities. In addition, individuals
with MVA also have a higher risk of developing child-
hood cancers [34, 37]. Consistent with the detrimental
effects of aneuploidy on whole organisms, it has been
shown that aneuploidy generally causes reduced fitness
in cell populations [30]. The antiproliferative effects of
aneuploidy have not only been shown in yeast, but also
in mammalian cell culture and in vivo [38–40]. The re-
duced fitness of aneuploid cells imposes selection pres-
sure favouring euploid cells. Research by Pfau and
colleagues used hematopoietic stem cells (HSC) with in-
creased rates of chromosome mis-segregation and
subjected them to serial transplantation experiments
[40]. Karyotyping of the reconstituted HSC population
showed that no aneuploid cells were present, despite the
increased rate of chromosome mis-segregation present
in these cells, indicating that aneuploid cells are selected
against in vivo [40].
Paradoxically, despite the observation that aneuploidy

is an unfavourable state for healthy cells, this does not
seem to be true for cancer cells. In contrast to normal
cells, aneuploidy is a characteristic displayed by the ma-
jority of cancers: as many as 90% of solid cancers and
50% of haematopoietic cancers are aneuploid [30]. Be-
cause aneuploidy seems to be ubiquitous in cancer, a

large amount of effort has been dedicated to examining
the link between aneuploidy and tumourigenesis. How-
ever, the precise relationship between the two is still not
completely understood [41]. As aneuploidy is normally
detrimental to cell health, it was suggested that aneu-
ploidy is not a driver of tumourigenesis, but rather a
passenger event. Research over the years has yielded in-
conclusive results, both supporting and contradicting
the hypothesis that aneuploidy can lead to cancer. Inves-
tigations on cancers and their premalignant counterparts
have shown that aneuploidy is already present in the
precursors, but increases with progression to malignancy
[42]. This has also been shown with CIN [43, 44].
As with aneuploidy, many tumours also display a

higher rate of CIN. A popular hypothesis for the high in-
cidence of CIN and aneuploidy in cancer cells is that
CIN continually generates ‘new’ karyotypes, increasing
intratumour heterogeneity (ITH). This increases the pos-
sibility of the emergence of, and selection in favour of,
an advantageous karyotype. For example, monosomy of
chromosome 3 is often seen in uveal melanoma and de-
scribes a more aggressive subtype [45]. Several experi-
ments have also shown that inducing CIN (for example
by deregulating elements of the mitotic checkpoint) can
lead to tumourigenesis [46, 47]. Interestingly, while
intermediate levels of CIN seem to induce tumourigen-
esis, high CIN has been shown to impair tumour growth
and improve patient prognosis [48–50]. In instances of
very high CIN, the generation of unviable karyotypes
might outweigh that of possibly advantageous ones, lead-
ing to impaired tumour proliferation [51]. Importantly,
p53 deficiency can increase the tumourigenic potential
of CIN [39]. This is likely due to the negative conse-
quences of CIN, such as aneuploidy, that are detrimental
to cell viability and often lead to p53 activation [20, 39,
52]. In order to sustain CIN, p53 expression is therefore
lowered or abrogated in tumours exhibiting CIN.

The relationship between CIN/aneuploidy and genetic
intratumour heterogeneity (ITH)/Cancer evolution
Intratumour heterogeneity (ITH) is often described as
the presence of a large variety of differently behaving
cells within a tumour [53]. Many tumours display ITH,
which can be genetic, but can also indicate phenotypic
differences within a tumour due to spatial distribution,
among other factors [54–58]. Different genetic makeup
between subclones may be the result of chromosomal
instability, and genetic/chromosomal instability has long
been a proposed mechanism of ITH [53]. An important
question is why ITH is so often seen in tumours, and if
and how it could impose a survival advantage over a
homogeneous population. The most popular theory is
that ITH, induced by genomic instability, accelerates
cancer evolution [59, 60]. The role of CIN in the
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metastatic progression of cancer might be due to the en-
hanced adaptive properties it imposes on tumour cells,
which will be further explored below.

Aneuploidy confers selective advantage under stress
conditions
During cancer development, the tumour population is
put under severe intra- and extra-cellular stress. Because
of these evolutionary stresses, the population continu-
ously needs to change in order to select the fittest
clones. This change could also come in the form of a
novel karyotype. Indeed, some aneuploid karyotypes
seem to be better suited to particular stress situations. In
vitro experiments in yeast used euploid and a number of
aneuploid yeast cell populations in which a stable, but
aneuploid karyotype was experimentally induced. These
cells were exposed to unfavourable conditions, and it
was seen that some of the aneuploid populations had a
higher fitness than the euploid cell population [61]. The
‘fittest’ karyotype varied based on the specific cellular
stress. Importantly, this fitness advantage was not seen
under normal growth conditions [61]. Such an aneuploid
fitness advantage has also been observed in subsequent
yeast experiments [62–64]. In vitro research performed
by Rutledge and colleagues found compelling evidence
for the selective advantage of aneuploid karyotypes in
human cells [65]. The researchers cultured both diploid
and trisomic CRC cells (derived from the same cell line,
trisomic for either chromosome 7 or 13). It was found
that the aneuploid cells had a growth advantage over
diploid cells under some stress conditions, but not
standard conditions [65]. Interestingly, aneuploid cell
populations were found to exhibit enhanced invasive
properties, irrespective of their specific trisomy, even
under standard growth conditions [65].

CIN is an important player in cancer evolution
While aneuploid karyotypes can be generated in the ab-
sence of active CIN driver mechanisms (e.g. a single, sto-
chastic mis-segregation event), CIN is a much more
efficient way of generating possibly advantageous aneu-
ploid karyotypes. A reason why CIN is so prominent in
cancer is that it is a major factor in cancer evolution. As
has become clear from the previous chapter, CIN is able
to induce a range of genomic changes, ranging from sub-
tle to massive. Examples of large genomic changes that
can be ascribed to CIN are chromothripsis and genome
chaos [66–68]. Such large changes are often needed dur-
ing cancer development, as the tumour experiences
stresses that need to be overcome in order to survive; such
stresses include chemotherapy and immune pressure) [69,
70]. In such a context, rapid genome-wide changes are
often more effective in inducing adaptation than single
gene mutation, as large genomic rearrangements/changes

lead to a change in genome organisation, interactions be-
tween genes, and the transcriptome, therefore leading to a
significant change in phenotype [71]. While not every gen-
omic rearrangement leads to a viable karyotype, the added
ITH introduced by CIN is thought to increase the prob-
ability of a viable karyotype within the population [70].
During cancer evolution, tumour cell populations with a
high degree of CIN and a large variety of distinct karyo-
types could be able to drive rapid stress adaptation. Such
examples of events of punctuated evolution or macroevo-
lution have been observed in cancer [72–74]. Following a
burst of punctuated evolution, subsequent single gene
mutations could then further fine-tune the selected karyo-
types to reach optimal growth and survival (for a more
in-depth review on the relationship between CIN and can-
cer evolution, see References [71, 75]).
In yeast, cellular stresses themselves have also been

seen to induce CIN which, in turn, leads to stress adap-
tation by karyotype diversity [76]. In addition, research
based on ER-negative breast cancer found evidence for
the selection of amplifications of proliferative genes
through CIN [77]. A recent in silico simulation of CIN
cell populations performed by Laughney and colleagues
provides evidence that CIN could indeed play a large
role in cancer evolution [78]. It was found that cell pop-
ulations in these simulations worked towards an ‘opti-
mal’ near-triploid karyotype. Strikingly, database analysis
found that this ‘optimal’ number of chromosomes is also
regularly seen in patient tumour samples [78]. Sotillo
and colleagues performed in vivo research in a back-
ground of inducible oncogene (KRAS) amplification with
or without CIN (induced by Mad2 overexpression) [79].
Upon oncogene withdrawal, the tumours in these mice
regressed. Interestingly, recurrence of tumours was seen
in mice exhibiting CIN, but not those without CIN. It
was proposed that CIN lead to the development of sub-
clones that did not depend on expression of the onco-
gene, thereby escaping oncogene withdrawal. This has
also been shown in a follow-up study by Rowald and
colleagues [80]. Taken together with the results dis-
cussed in the previous section, these lines of evidence
form an argument that CIN can indeed fuel cancer evo-
lution, by providing a means for tumour cells to adapt
under selection pressure, thereby being able to persist in
unfavourable conditions.

CIN and metastasis
Metastasis has received an abundant amount of atten-
tion in cancer research, and this is with good reason.
Metastasising disease is the number one cause of cancer
mortality, being responsible for approximately 90% of
cancer-related deaths [81]. It is therefore of particular
importance to uncover the mechanisms by which cancer
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is able to metastasise, in order to be able to develop pos-
sible therapy. (see Table 1).o

CIN as a prognostic factor in metastatic cancer
One of the first questions one may ask about a possible
link between CIN/aneuploidy and metastasis is whether
aneuploid tumours are more often metastatic, or whether
metastases are more often aneuploid. As metastasis is
known to be responsible for most cancer deaths, an indir-
ect way of approaching this question would be to assess
whether patients with aneuploid primary tumours have a
worsened prognosis for overall survival. Indications for a
link between primary tumour aneuploidy and prognosis
have been in existence for several decades, where patient
studies found that aneuploid tumours were often of a
higher grade and stage and were associated with decreased
patient survival in several types of cancer [99–105]. This
link has also been found in more recent investigations
[106–115]. A meta-analysis of 141,163 breast cancer cases
performed by Xu and colleagues showed that patients
with aneuploid breast cancer had worsened survival com-
pared to patients bearing a diploid tumour [116]. In
addition, aneuploidy was also associated with breast can-
cers containing lymph node metastasis [116]. Worsened
prognosis does not seem to be associated with a specific
type of aneuploidy, although particular numerical [45] and
structural [117, 118] aneuploidies have been linked to a
worsened prognosis in specific cancers. However, other
studies failed to uncover a link between aneuploidy and
worsened prognosis [119, 120]. Authors of these papers
suggest that such discrepancies might have arisen from

differences in population selection (e.g., only young pa-
tients monitored after curative resection). Still, these re-
sults also need to be considered when formulating a
hypothesis about the prognostic effect of aneuploidy.

Aneuploidy and the occurrence of metastasis
In addition to assessing aneuploidy’s prognostic value,
some studies have also looked into whether aneuploid
tumours were found to metastasise more often. A
meta-analysis on colorectal cancer (CRC) performed by
Laubert and colleagues indicated that aneuploidy was
linked to higher tumour stage in the majority of the
studies analysed [121]. A recent study on endometrial
cancers did not find any link between primary tumour
ploidy and lymph node metastases (LNM) [122], while
other studies on endometrial cancer did indicate that an-
euploidy was predictive for LNM [118, 123]. Some inves-
tigations on gastric cancer found an increase in
aneuploidy in distant metastases [124]. In summary,
there seems to be slightly more evidence in favour of a
relationship between aneuploidy and the occurrence of
metastasis, but this is by no means clear cut overall.

Clinical research on CIN, prognosis, and metastasis
Despite its known association to cancer, CIN has re-
ceived less interest in clinical association studies when
compared to aneuploidy. One of the reasons for this is
that it is more complicated to assess and quantify CIN
in tumour cells. CIN is a dynamic process leading to a
higher rate of chromosome mis-segregation and varying
levels of aneuploidy between cells. To assess CIN, one

Table 1 Metastasis

Metastasis is the spread of a cancer to tissues other than the site of the primary tumour where the cancer originated. The ability to metastasize has
been defined as a hallmark of cancer in Hanahan and Weinberg’s original review [82]. Metastasis is often the cause of cancer-related deaths. As such,
metastasis is used as a criterion to classify tumour stage. Metastases are often already present when a patient is first diagnosed. In order to metasta-
sise, tumour cells need to go through a stepwise process, which involves being able to ‘break free’ from the primary site, enter into the lymph and/
or blood circulation, exit the circulation, and settle and proliferate at the site of metastasis. Metastasising cancer cells need to satisfy the conditions
for each step before successfully invading another tissue; this often requires a genetic adaptation. Several genetic adaptations have been associated
with one or more of the steps of metastasis. For example, loss of the adhesion protein E-cadherin has been found to increase tumour invasiveness,
as cells lacking E-cadherin expression are more loosely connected to other cells, increasing their motility [83, 84]. Another pathway associated with
metastasis is the Epithelial to Mesenchymal Transition (EMT), where an epithelial cell gains the characteristics of a mesenchymal cell, such as loss of
cell polarity and enhanced motility and invasion [85, 86]. Metastatic cancer cells have also been observed to possess invadopodia, cellular structures
that aid in extravasation [87].
One of the main discussion points around metastasis is how it originates and at what point in tumourigenesis it arises [88]. Metastatic cells were first
thought to arise from the primary tumour in a linear fashion: a subset of cells from the primary tumour accumulate metastasis-promoting mutations
over time, until a subclone with full metastatic potential arises [89]. This metastatic subclone would thus arise late in tumourigenesis and therefore
have substantial genetic similarity to the primary tumour. More recently, a different model for the generation of metastases was proposed. This paral-
lel progression model argues that a metastatic subclone is formed and disseminates early during tumourigenesis [90]. This clone might not be fully
metastatic (i.e., not yet capable of distant organ colonisation) but acquires these characteristics separately from the primary tumour. Thus, in this
model the similarity between primary tumour and metastasis is expected to be lower.
Research on primary tumours and their metastases has generated results supporting both theories [91–95], and modes of metastases might differ
between cancer types or even between patients [96, 97]. There is as of yet no consensus on whether the mode of progression depends on the
cancer type and environment. Another point that has recently come under debate is how cancers exactly spread to distant organs. Lymph node
metastases are often seen before distant metastases, and this has led to the assumption that distant metastases are derived from the lymph node
metastases. This paradigm is questioned by a recently published paper by Naxerona and colleagues. From their phylogenetic investigation of lymph
node and distant tumours, it follows that only 35% of distant metastases are derived from lymph node metastases [98]. The cellular characteristics
needed for lymph node involvement might therefore be different from those needed for distant spread. Still, lymph node involvement is a robust
prognostic factor for the development of distant metastases in many cancers, so LNM does tell something about the metastatic potential of a
primary tumour.
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must compare cells within a cell population or look at a
cell population for an extended period of time [125].
Therefore, in association studies, CIN is sometimes,
somewhat inaccurately, defined as the presence of aneu-
ploidy as determined by flow cytometry [126]. Most re-
search does find an association between CIN and
prognosis, albeit using a range of different methods to
assess CIN [126–129]. Some research also indicated an
increased incidence or rate of CIN in metastases com-
pared to primary tumours [127, 130]. One of the most
comprehensive analyses on the association between CIN
and prognosis is the analysis performed by Carter and
colleagues [131]. They determined a gene set whose ex-
pression correlated with occurrence of aneuploidy, and
from this derived a ‘CIN signature’. It was found that tu-
mours with a higher correspondence to this CIN signa-
ture had a worse prognosis than those with a lower CIN
signature [131]. Most interestingly, metastases were also
found to have a higher CIN signature than primary tu-
mours. It has been known that low or intermediate
levels of CIN seem to bestow cancer cells with a growth
advantage, but extreme CIN seems to have the opposite
effect [48, 49]. Research using the same CIN signature
showed that cancers with the worst prognosis were not
the ones with the highest CIN signature, but the ones
with an intermediate-high CIN signature [50, 132].

Ploidy differences between primary tumours and their
metastasis
Assessing ploidy differences between primary tumours and
their metastases might be important, as this could show
whether aneuploidy only promotes the development of
metastasis, or that aneuploidy is necessary or beneficial for
survival outside the primary tumour stroma. Alternatively,
it could show that change in stroma influences ploidy.
Such ploidy assessment in pairs of primary tumours and
their metastases has been performed less extensively.
Several analyses of CRC have shown that the degree of an-
euploidy in metastases is similar or heightened in compari-
son to the primary tumour [133–136]. In contrast, some
investigations show that metastases seem to be diploid
more often than the primary tumours they originated from
[137–140]. A recent investigation comparing primary oral
squamous cell carcinomas (OSCCs) and their lymph node
metastases (LMNs) found similar rates of aneuploidy in
primary tumours and lymph node metastases [141]. Strik-
ingly, it was found that an equal amount of LNMs dis-
played either increased or decreased aneuploidy when
compared to their primary counterpart [141]. Another
study on OSCC found that while most LNMs displayed
similar levels of aneuploidy in comparison to the primary
tumour, 13% of LNMs showed a decrease in ploidy (going
towards diploidy) and 3% of LNMs showed increased
ploidy [142]. Finally, recent research conducted by

Bloomfield and Duesberg specifically looked into the rela-
tionship between aneuploidy and metastasis. To this end,
they compared the karyotypes of cell lines derived from
seven aneuploid primary tumours and their metastases
[143]. Their results indicate that all metastases show karyo-
types similar to their primary counterpart, but distinct
from metastases of other tumours. In addition, because all
of the primary-metastatic tumour pairs display a karyo-
typic change, the researchers argue that the potential to
metastasise is generated by a karyotypic change, rather
than an enabling mutation [143]. However, this research
does not directly show that aneuploidy itself is responsible
for metastasis, as the researchers argue. All primary tu-
mours investigated already displayed aneuploidy to some
degree, and no comparison was made between aneuploid
and diploid primary tumours and their respective metasta-
ses. It is therefore difficult to assess the degree of involve-
ment aneuploidy has in metastatic spread in this case. In
addition, the researchers’ statement that mutations them-
selves do not influence metastasis might be too extreme, as
mutations are known to play a big part in tumourigenesis
and cancer progression.

Indirect associations between CIN and metastasis
It is possible that factors linked to CIN might also indir-
ectly promote metastasis. For example, Godinho and col-
leagues found that centrosome amplification provided
cells with an invasive phenotype in vitro [144]. These cells
were found to have invasive cell protrusions and looser
cell-cell adhesion, which are properties needed for cells to
metastasise. Centrosome amplification is associated with
CIN [145] but in this case, CIN did not directly drive inva-
sion. Centrosome amplification has also been clinically as-
sociated with poor prognosis and metastasis [146, 147].
Secondly, research conducted on Drosophila developing
wing discs found that inducing CIN through inhibition of
the SAC protein Bub3 caused epithelial cells to become
highly motile [148]. These high CIN cells were seen to de-
laminate from the basal layer and invade the neighbouring
wing disc compartment. This behaviour seemed to be me-
diated by activation of components of the EGFR and JNK
pathways. In another example, mutation of DAXX and
ATRX was found to induce CIN and lead to a worsened
prognosis and metastasis [149]. Additionally, research on
cancers of unknown primary origin (CUP) found that
CUP had a higher rate of CIN than metastasis with known
origin [150]. This is interesting, as CUP are considered to
be metastases themselves. Recent research showed that
mutation of the DNA repair gene ATM induced chromo-
somal instability in a pre-existing mouse model of pancre-
atic cancer [151]. ATM has been previously linked to
suppression of aneuploidy [152]. Interestingly, ATM
mutation also caused a higher frequency of metastasis.
Moreover, more non-clonal chromosome alterations were
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found in these metastases compared to the ATM-profi-
cient metastases [151]. The authors hypothesised that
chromosomal instability could be a driver of metastasis. In
conclusion, in clinical studies CIN does seem to be associ-
ated with a worsened prognosis and metastases, although
the level of CIN can cause differential effects and is thus
important to consider.
In summary, there is a considerable amount of indirect

evidence that points towards an association between aneu-
ploidy and the formation of metastasis. The majority of
studies looking into prognostic factors for several types of
cancer do find a correlation between aneuploidy and
worsened prognosis. The relationship between aneuploidy
and a higher probability of metastasis has been investi-
gated less extensively. Although some results show evi-
dence for the existence of this link, the research is still
divided on whether aneuploid tumours metastasise more
often than diploid tumours. Some research has looked
into the possibility of ploidy differences between primary
tumours and their metastases. Here, an even larger vari-
ance in results is found. Some studies show no difference
in ploidy between primary tumour and metastasis, some
show a higher incidence of aneuploidy in metastases, and
yet others show a lower degree of aneuploidy in metasta-
ses. Finally, a thorough cytogenetic investigation of pairs
of primary tumours and their (mostly distant) metastases
shows that metastases display a very similar pattern of an-
euploidy compared to the primary tumour. Collectively,
the results of these papers do not provide any conclusive
answer to whether or not metastases are more often aneu-
ploid than their respective primary tumours. It may be
that the contribution of aneuploidy and CIN varies with
cancer type, or even within patients, thus more research is
required to conclusively establish a direct link, or lack
thereof, between CIN and metastasis.

Potential mechanisms linking CIN to metastasis
Since there is likely an association between aneuploidy,
CIN and the presence of metastases, what are the under-
lying mechanisms allowing these CIN tumours to metas-
tasise? There are a few mechanisms known to promote
metastasis in cancer. Firstly, cells capable of metastasis
are thought to arise through a process known as cancer
evolution. In this process, cells in a population continu-
ally change their genotype, and cells with an advanta-
geous resulting phenotype are selected for (akin to
normal evolution). One can understand that such cancer
evolution happens more quickly in a population that is
genetically heterogeneous and plastic. CIN is hypothe-
sised to make a population more heterogeneous due to
constant chromosomal changes. Metastases might there-
fore arise earlier in CIN tumours due to increased
genetic heterogeneity.

CIN, ITH and metastasis
ITH is believed to lead to an overall growth advantage
due to the enhanced adaptability of a heterogeneous
tumour and has been determined to be present in differ-
ent cancer types [55, 56, 58, 91, 153, 154]. While these
effects of ITH have been the subject of numerous re-
views, the adaptive benefit compared to a homogeneous
phenotype has not been fully quantified. An experimen-
tal paper by Marusyk and colleagues shows indication
for a growth advantage for polyclonal cell populations
over monoclonal ones, and this largely seemed to de-
pend on a single subclone [155]. Another study found
that different subclones in a tumour can ‘support’ each
other, causing the combination of subclones to be more
aggressive than either subclone alone [156, 157]. In Bar-
rett’s oesophagus, ITH is a prognostic factor for progres-
sion to malignant oesophageal adenocarcinoma [158].
Possibly the most compelling evidence that heterogen-
eity leads to adaptability is the emergence of resistant
subclones after anticancer treatment. This has been
linked to ITH in different cancer types, with some re-
ports showing the presence of a resistant subclone in the
primary tumour even before treatment [69, 159–161].
Presently, experimental papers linking intratumour het-
erogeneity and aneuploidy/CIN seem to be scarce. Re-
search in yeast showed that aneuploidy increased
phenotypic variation, even though the population was
genetically stable [162]. Consequentially, the response to
different stresses was also more variable than the re-
sponse seen in euploid cells. This effect in variability was
also shown in mouse embryos, which exhibited varying
phenotypes for the same trisomy [162]. That aneuploidy
seems to cause increased phenotypic heterogeneity in
itself might indicate a key link between CIN and ITH.
As could be expected, heterogeneous tumours might

also be able to select for clones exhibiting invasive be-
haviour [163]. Nevertheless, definitive experimental evi-
dence for this association is limited. This might be due
to the nature of ITH itself, as the presence of multiple
subclones makes it more laborious to gather reliable
clinical data from a limited number of biopsies per pa-
tient [91, 164]. Recently, advancements in multiregion
sequencing have allowed more in-depth analysis of the
heterogeneity within tumours [91]. This has also pro-
vided the potential to investigate the link between CIN
and ITH, and their influence on metastatic progression.
A recent study looked into ITH of Non Small-Cell Lung
Cancer (NSCLC) [165]. The proportion of subclonal
Copy Number Alterations (CNA) was correlated with
disease recurrence and death, indicating that increased
ITH has an effect on disease aggressiveness. The re-
searchers used subclonal (mirrored) allelic imbalance as-
sessment to determine the presence of CIN, and were
able to detect such imbalances in 62% of tumours [165].
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Such mirrored allelic imbalances reflect differences in
chromosomal composition between subclones. This is
therefore a measure for both ongoing CIN and ITH. The
authors concluded that CIN did indeed seem to be
linked to ITH and decreased survival. This was also
shown in a very recent multiregion sequencing investiga-
tion of renal carcinoma by Turajlic and colleagues [166].
The researchers found evidence of selection in metasta-
ses, which were less heterogeneous than the primary
tumours. A combination of both genomic instability and
ITH served as a predictive tool for disease progression
[166]. High genomic instability/CIN with low ITH
showed rapid progression accompanied by a worsened
prognosis, while intermediate genomic instability/CIN
and high ITH supported a more gradual and less aggres-
sive disease course. Interestingly, these results suggest
that CIN does not always have to be accompanied by
higher ITH. In contrast, a pan-cancer analysis by Andor
and colleagues found that cancers with the best progno-
sis were those with low ITH and high levels of genomic
instability (CNV burden) [154]. Another multiregion
study performed on Triple-Negative Breast Cancer found
that ITH could serve as a prognostic marker [167]. In this
particular research, ITH was measured by calculating vari-
ance of the Copy Number Variations of several genes/gene
areas (Myc, EGFR/CEP7, CCND1/CEP11) for each pa-
tient. It was found that high ITH as determined by EGFR/
CEP7 or CCND1/CEP11 was significantly correlated with
the development of metastasis [167].
It might currently be too soon to make any definitive

conclusions about the influence CIN has on ITH and the
subsequent promotion of metastasis. Aneuploidy, CIN,
and ITH have been separately associated with metastasis.
There are few studies investigating the combination of an-
euploidy/CIN and ITH in relation to metastasis. More-
over, the conflicting results of papers published so far do
not paint a clear picture of the exact relationship [154,
166, 167]. Recent research indicates that metastasis is a
property selected for in cancers displaying both CIN and
ITH [166]. However, from other research it seems that
ITH is not necessarily an essential step or mechanism in
cancer evolution, but more so a result of aneuploidy or
CIN. Many papers demonstrate the adaptive properties of
aneuploidy and CIN, and do not find heterogeneity, or do
not take it into account. It is therefore still unclear if a
certain level of ITH is needed to fully benefit from the
adaptive properties of CIN, and utilise this for the selec-
tion of metastatic clones. Currently, ITH and CIN alone
seem to be more strongly associated to metastasis than a
particular combination of the two. As we are at the eve of
the development of more sophisticated sequencing tech-
niques, future studies might provide further evidence for
the existence of a correlation between CIN, ITH, and
metastasis.

CIN and inflammation
Inflammation (in particular chronic inflammation) has
long been known to influence tumourigenesis, and has
been included as a (second-generation) hallmark of can-
cer [168]. It has been estimated that as many as 20% of
cancers are caused by chronic inflammation [169]. Aside
from being involved in tumourigenesis, inflammation
and the innate immune system have also been associated
with the promotion of metastasis [170–172]. The influ-
ence of aneuploidy on inflammation has been observed
in cell lines with induced aneuploidy. These (mitotically
arrested) cells were found to upregulate gene signatures
associated with inflammation [51]. One of these signa-
tures was the expression of cell surface proteins that are
able to be recognised by Natural Killer (NK) cells [51].
While this might seem a way in which aneuploidy can
promote metastasis, NK cells are known to have strong
metastasis-suppressive effects and are being explored as
possible anti-metastasis therapy [173–175]. Therefore,
the recruitment of NK cells by aneuploid cells is unlikely
to be the mechanism by which metastasis can be pro-
moted. Indeed, the researchers showed that the aneu-
ploid cells were effectively cleared by NK cells, while the
euploid cells were not. The inflammatory response in
aneuploid cells therefore mainly seems to serve as a
mechanism for their clearing by the immune system. Of
note, the inflammatory effects of aneuploidy have only
been investigated in cell-cycle arrested cells in this re-
search [51]. Possibly, aneuploid cells that do not experi-
ence cell-cycle arrest exhibit a different inflammatory
response that helps them to persist. Aside from attract-
ing NK cells, aneuploid cells were found to upregulate
other inflammatory gene signatures. One of these upreg-
ulated inflammatory mechanisms that might be linked to
CIN, and has recently received considerable interest, is
the cGAS-STING (cyclic GMP-AMP synthase – Stimu-
lator of Interferon Genes) pathway.

The cGAS-STING pathway linking CIN to inflammation
The cGAS-STING pathway has been described as a path-
way responding to cytosolic DNA. cGAS has been identi-
fied as a DNA sensor, and has been shown to be activated
in cells stimulated with cytosolic DNA [176]. These cells
were then shown to produce IFN-β through the STING-
mediated activation of IRF3 [176]. Cells are also seen to
mount an innate immune response by DNA from DNA vi-
ruses, or that produced by reverse transcription of RNA
from retroviruses. Importantly, this response is different to
the one induced by viral RNA. Such a response was
abolished upon knockdown of cGAS or STING [177].
cGAS-STING therefore seems to be an important compo-
nent in the innate immune response against (retro)viruses
[177]. The activation of the cGAS-STING pathway is cur-
rently believed to be as follows: DNA present in the cytosol
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(e.g. due to viral infection) is recognised by cyclic GMP-
AMP synthase (cGAS), which produces cyclic GMP-AMP
(cGAMP) that can activate Stimulator of Interferon genes
(STING). As the name implies, STING is able to stimulate
expression of interferons (IFNs) and, importantly, NF-κB
(see Table 2), mainly by inducing the phosphorylation and
subsequent activation of interferon regulatory factor 3
(IRF3, [189]).
How is this inflammatory pathway linked to CIN? Or,

more concretely: how does CIN induce a cytosolic DNA
response? A common characteristic of cells displaying CIN
is the presence of micronuclei; small nuclear compart-
ments often containing genetic material from lagging chro-
mosomes. As might be expected, these micronuclear
structures are not as stable as the cell nucleus itself [190].
It is therefore not surprising that research has observed
regular collapse of micronuclear structures; it is estimated
that up 60% of micronuclei undergo such a collapse [190].
This micronuclear collapse consequently leads to leakage
of DNA into the cytosol, which would then, in turn, be
recognised by cGAS, activating the cGAS-STING pathway
(Fig. 3). As micronuclei and micronuclear collapse both
commonly occur in CIN cancer cells, it is likely that the
cGAS-STING pathway is activated in these cells. Recent
research on cells with or without micronuclei observed
localisation of cGAS to micronuclei, but not any other cel-
lular structures [191]. It was determined that due to micro-
nuclear rupture, DNA became exposed to the cytosol,
leading to association of cGAS with the micronucleus and
subsequent STING pathway activation [191]. This research
thus links CIN with the activation of the cGAS-STING
pathway and expression of type I IFNs.
The scale of the inflammation induced by the

cGAS-STING pathway is exemplified by mice lacking
DNAse II, which digests DNA from apoptotic cells. Such
mice die in the embryonic stage due to massive inflamma-
tion from elevated cytokine expression. It was found that
subsequent knockout of STING rescued the phenotype
and abrogated the inflammation and lethality from DNAse
II knockout [192]. This shows that the cGAS-STING
pathway is also activated in response to self-DNA, and

that it can mount a substantial inflammatory response
[192]. One would assume that continuous leakage of DNA
into the cytosol could maintain a prolonged inflammation,
which could, in turn, promote tumour formation and me-
tastasis. Indeed, it has been indicated that the
cGAS-STING pathway could promote cancer formation.
For example, the mutagen DMBA is able to induce skin
cancer in mice. A recent study by Ahn and colleagues
demonstrated that mice lacking STING did not develop
nearly as many DMBA-induced tumours as wild type mice
[193]. Wild type mice exposed to DMBA expressed a wide
variety of inflammatory cytokines; this expression was re-
duced in STING knock-out mice [193]. Furthermore,
DMBA was shown to cause leakage of nuclear DNA into
the cytosol [193]. Together, these data indicate that
DMBA-induced carcinogenesis is set in motion by DNA
leakage and subsequent STING-mediated inflammation.
However, even though this research provides evidence for
a tumour-promoting role for the cGAS-STING pathway,
further experiments by the same researchers found con-
flicting results. In a subsequent paper, it was uncovered
that colorectal cells were found to be more susceptible to
mutagen-induced colorectal cancer when these cells did
not possess STING signalling [194]. In another paper, loss
of STING was identified in multiple CRC samples and
also associated with the development of CRC [195]. Ap-
parently, in these cases, STING has a tumour-protective
function rather than acting as a tumour promoter. This is
further supported by research that found that low STING
expression in gastric cancer and hepatocellular carcinoma
was associated with poor prognosis [196, 197]. Of note,
both these cancers are often induced by bacterial and viral
infection, respectively. This may play a role in their down-
regulation of STING.

The cGAS-STING pathway in adaptive tumour immunity
and metastasis
In addition, the cGAS-STING pathway is also believed
to be involved in antitumour adaptive immunity, as acti-
vation of STING has been found to provoke a (CD8)
T-cell response against the tumour in multiple instances

Table 2 cGAS-STING and NF-κB
NF-κB (nuclear factor kappa-light-chain-enhancer of activated B cells) is activated by the cGAS-STING pathway and is an important player in
inflammation-induced cancer. NF-κB comprises a group of transcription factors that regulate transcription of a large number of genes involved in
many different pathways (e.g. growth and repair) by binding to the κB enhancer. NF-κB can be activated via two main routes, with each of the routes
inducing different subunits and establishing different cellular effects [178, 179]. The first activation pathway is the canonical (or classical) pathway, and
involves the NF-κB subunits p50 and p65. The second activation pathway is called the non-canonical (or alternative) pathway and involves the NF-κB
subunit p52 (derived from p100 processing), as well as the RELB subunit. While canonical NF-κB activation is strong and transient, non-canonical NF-
κB activation is slower and more often constitutive [179]. Canonical NF-κB activity includes the secretion of many inflammatory compounds, such as
TNF and interleukins [178]. Non-canonical NF-κB activity is associated with lymphoid organ development, autoimmune T-cell removal, bone metabol-
ism and B-cell maturation [179]. The important role of NF-κB in cancer promotion has been shown in two pioneering papers looking into Colitis-
Associated Cancer and Hepatocellular carcinoma, respectively [180, 181]. NF-κB has an impact on many different pathways, and has been found to
promote proliferation, angiogenesis, EMT, matrix degradation, and sustained inflammation [178, 182–186]. Moreover, inhibition of NF-κB induces anti-
tumour effects and has been found to inhibit metastasis [187, 188]. As NF-κB is activated by cGAS-STING (among other pathways), it seems plausible
that cGAS-STING-mediated NF-κB activation can promote metastasis.
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[198, 199]. Interestingly, T-cell priming was found to be
decreased in STING-deficient cells, further hinting to-
wards an important role of the cGAS-STING pathway in
initiating an adaptive immune response. Adding to this,
injecting tumours with cGAMP was found to mount an
antitumour T-cell response not only in the primary tumour,
but also in already established metastases [200]. STING ag-
onists have also been shown to reduce tumour growth
when combined with other immune therapies, showing
possible therapeutic potential [201, 202]. Nevertheless, re-
search linking the cGAS-STING pathway to the occurrence
of metastasis has recently been published. Experiments by
Chen and colleagues indicated an important role for astro-
cytes in the vicinity of brain metastases. The researchers
observed that brain metastases expressed cGAMP as a
result of cytosolic DNA-mediated cGAS-STING activation
[203]. It was argued that cGAMP was subsequently passed
from brain metastases to astrocytes via gap junctions. This
then led to the expression of TNF and INF-α by astrocytes,
creating a prometastatic tumour environment, promoting
growth and survival of brain metastases through NF-κB
and IFN type I pathways [203]. Depletion of cGAS in can-
cer cells was found to inhibit the growth of brain metasta-
ses. This specific stromal support role seems to be specific
to brain metastases, as inhibition of gap junctions reduced

brain metastases, but not lung metastases [203]. Two re-
cent studies concluded that activating STING within
T-cells led to decreased proliferation and T-cell death [204,
205]. Interestingly, one of these studies found that activat-
ing STING in T-cells seemed to induce mitotic delay and a
shift towards polyploidy [205]. Direct activation of the
cGAS-STING pathway in T-cells could therefore also lead
to reduced antitumour immunity. The prometastatic func-
tion of cGAS-STING signalling might thus only be appar-
ent under specific conditions, explaining the contrasting
results found on this matter.
Very recently, a research paper published by Bakhoum

and colleagues provides evidence that links CIN with
metastasis, through the activation of the cGAS-STING
pathway [206]. This research comes forth from the re-
searchers’ observation that metastases seem to have a
higher rate of CIN and are more often aneuploid than
their respective primary tumours. In addition, cells
where CIN was suppressed (CIN-low) metastasised less
often than their CIN-high counterparts [206]. They
argue that a characteristic of CIN might be important
for the development of metastasis. Single-cell RNAseq
revealed that a large proportion of CIN-high cells
expressed mesenchymal cell traits, upregulating genes
that are important in metastasis and inflammation (e.g.

Fig. 3 Schematic indicating the pathway from Micronucleus formation to activation of the cGAS-STING pathway, and canonical and non-
canonical routes to Type I interferon response
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MMP4, NF-κB pathway, and vimentin). Such cells were
also shown to express more invasive behaviour in vitro
[206]. It was argued that the upregulation of inflamma-
tory genes might be due to a reaction to cytosolic
self-DNA. Further experiments show that DNA that gets
incorporated into micronuclei is also often found in the
cytosol, indicating micronuclear collapse. Moreover, the
presence of this cytosolic DNA lead to increased levels
of STING, indicating cGAS-STING activation [206].
As mentioned previously, STING-mediated expression

of type I IFNs has more often been associated with an anti-
tumour effect. It is therefore curious to see cGAS-STING
activation in this setting. However, in this case, the
cGAS-STING pathway did not seem to initiate expression
of type I IFN’s, as their expression in CIN-high cells was
low and comparable to that of CIN-low cells. Instead, it
was argued that STING might induce non-canonical acti-
vation of NF-κB (NC-NF-κB), as it was also found that
NC-NF-κB gene targets were upregulated in CIN-high
cells [206]. To more definitively show that cGAS-STING
was involved in metastasis, mice injected with CIN-high
cells were treated with shRNA against STING. Tumour
burden, as well as metastatic dissemination was signifi-
cantly reduced in these animals as assessed by biolumines-
cent imaging [206]. This very extensive report provides a
compelling case in favour of a prometastatic role of
cGAS-STING signalling and inflammation, possibly via the
non-canonical activation of NF-κB. A recent paper pub-
lished by Hou and colleagues may explain why STING has
been shown to be involved in both pro- and anti-meta-
static processes [207]. The non-canonical NF-kB pathway
was seen to be activated by STING, while STING activa-
tion concurrently promoted anti-tumour immunity by in-
ducing expression of type I IFNs (see Fig. 3). However,
components of the non-canonical NF-kB pathway were
seen to inhibit the expression of these IFNs [207]. The
non-canonical NF-kB pathway therefore seems to be acti-
vated by the STING pathway, but could also be responsible
for inhibiting its downstream components.
In addition, more details are emerging about the

cGAS-STING pathway that might argue for more

extensive research into the exact function of its compo-
nents; specifically in the setting of human cancer. Pro-
tein structure analysis found that the structure of
human cGAS differs significantly from its mouse coun-
terpart [208]. Most interestingly, two amino acid substi-
tutions in the protein’s DNA-binding domain have been
observed to cause the human cGAS to react differently
to cytosolic DNA. Human cGAS preferentially reacts to
longer fragments of DNA (> 40 nt), and therefore pro-
duces less cGAMP than mouse cGAS, which was seen
to also produce cGAMP upon binding with short DNA
[208]. Differences between murine and human cGAS
were also seen with the vascular disruptive compound
DMXAA, which induced antitumour cGAS-STING ac-
tivity in mice but not humans [209]. As many of the ef-
fects of the cGAS-STING pathway in cancer have been
tested in mice, it is important to determine the value of
such observations with this new knowledge in mind. In
summary, CIN is able to induce inflammation through
micronucleus rupture. The cGAS-STING pathway, re-
sponsible for this inflammation, has been implicated to
have both pro- and anti-metastatic effects. Research
showing that cGAS-STING is able to induce metastasis
show indications that this depends on specific condi-
tions. Further research might uncover if aneuploid or
CIN cells are more adept at satisfying such conditions,
leading to inflammation-driven metastasis.

Antitumour immunity
Another factor that plays an important role in the gener-
ation of metastasis is the involvement of the host’s im-
mune system. (see Table 3) Here, we aim to determine
the current knowledge on the interplay between CIN
and antitumour immunity.

Antitumour immunity and metastasis
Being able to resist immune-mediated cell killing is espe-
cially vital in the case of metastasis. While the tumour
microenvironment of the primary tumour can be im-
munosuppressive (in part due to immunoediting [214,
215]), dissemination from the primary tumour removes

Table 3 Processes and players in antitumour immunity

Apart from eradicating pathogens, an important function of the immune system is to remove cells that have the potential to become malignant.
Abnormal processes in cells, such as the processes underlying CIN, will often lead to a change in antigens presented on the cells’ surface. This
change can alert cells of the immune system, which will eliminate the abnormal cell; a process often termed immunosurveillance [210]. Two
important types of immune cells that mediate responses against (potential) tumour cells are Natural Killer (NK) cells and cytotoxic T-cells. NK cells are
cytotoxic lymphocytes that recognise and eliminate abnormal cells without the need for prior sensitisation; and are therefore part of the innate im-
mune system [211]. NK cells are able to recognise cells with lowered or absent expression of MHC class I molecules and/or the expression of the
stimulatory NKG2D receptor which is often expressed as a result of cellular stress [211]. Another important component of antitumour immunity are
cytotoxic T-cells (CD8 T-cells). CD8 cells eliminate cells by recognition of specific MHC class I molecules, but have to be activated first with the help
of (professional) Antigen Presenting Cells (APC) e.g. dendritic cells [212]. The interplay between cancer and the immune system comprises many more
different players and factors, which is beyond the scope of this review, and has been reviewed elsewhere [212]. However, this anti-tumour immune
control in itself can also sculpt the tumour population into becoming less immunogenic; a process known as immunoediting [210, 213]. Immunoedit-
ing can be seen as a process where the selective pressure of the immune system leads the tumour to eventually become less immunogenic. As a re-
sult, many cancers become effective at evading, or repressing the immune system.
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this protection. Cells that are able to successfully seed
metastases are therefore likely to have effective immune
evasion measures in place. Indeed, multiple lines of re-
search have shown evidence that Circulating Tumour
Cells (CTCs), Disseminated Tumour Cells (DTCs), and
metastases seem to be more capable of resisting the in-
fluence of the immune system [216, 217]. It is known
that circulating tumour cells can have a high level of
CIN [218], but its implications in immune evasion have
not been extensively researched. An interesting case
study on ovarian cancer found that different metastatic
lesions in the same patient could exhibit different levels
of immune involvement. Importantly, regressing metas-
tases showed evidence of T-cell infiltration, while
progressing metastases were isolated from immune in-
volvement [219]. These results further indicate that the
immune system indeed seems to be involved in the
clearing of metastases, and that progressing metastases
might be successful due to their ability to evade the im-
mune system’s involvement.

CIN and ITH can be immunogenic
As cells exhibiting aneuploidy and CIN can be consid-
ered abnormal, it is to be expected that aneuploid cells
are recognised by lymphocytes. Indeed, inducing aneu-
ploidy in human retinal pigment epithelial cells caused
them to express factors that would be recognisable by
NK cells, e.g. ULPB1/2 and CD155 [51]. In addition,
mixing of these aneuploid cells with NK cells led to their
effective elimination, something that was not seen with
euploid cells [51]. A similar response was also seen when
(near-)diploid cancer cell lines were subjected to
drug-induced polyploidisation. This led to the increased
expression of NK cell activating ligands and subsequent
activation of NK cells [220]. Other research found that
cancer cells with induced polyploidy were found to
successfully grow upon implantation in lymphocyte-defi-
cient mice, but often failed to establish in immunocom-
petent mice [221]. A similar phenomenon was seen
when tetraploid colon organoids were only able to grow
in immunodeficient mice [222]. CIN has been suggested
to be a mechanism by which to generate ITH, as CIN
leads to the continuous generation of new karyotypes.
As a heterogeneous tumour is expected to express a
wide panel of tumour antigens, it might be more vulner-
able to immune clearance. It has recently been found
that the immune system indeed seems to limit ITH, as
fluorescently-labelled heterogeneous tumours were
found to become less heterogeneous upon injection into
immunocompetent mice due to the elimination of the
more immunogenic subclones [223]. Thus, it seems that
heterogeneous tumours might experience more pressure
from the immune system.

CIN, ITH, and immune evasion
Knowing that the immune system recognises and limits
aneuploidy, CIN and ITH, one might question how they
seem to be such integral characteristics in many cancers.
Even though the immune system seems to have effective
ways to deal with aneuploid and heterogeneous tumours,
many cancers have been seen to reciprocally develop ways
to effectively evade the immune system, as discussed previ-
ously [212]. In one particular longitudinal study, it was
found that metastasis persistence and recurrence were cor-
related with an absence of immunoediting [224]. Likely,
such metastases exhibit characteristics of immune evasion.
Interestingly, metastases with no evidence of immunoedit-
ing exhibited higher ploidy [224]. A comprehensive bio-
informatics analysis on aneuploid tumour data performed
by Davoli and colleagues found that clinical tumour sam-
ples with high aneuploidy showed reduced expression of
markers of NK cells and CD8+ T-cells [225]. This indicates
a lessened involvement of these immune cells in highly an-
euploid tumours, and therefore, increased immune evasion
in these tumours. Similarly, higher ITH has been shown to
be possibly correlated to reduced immune cell infiltration
in the tumour [226]. In concurrence with these observa-
tions, both CIN and ITH have been linked to reduced
efficacy of immunotherapy [227–230].
A possible explanation for the lower immunogenicity of

heterogeneous tumours is that tumour clearance by the
immune system could be dependent on the clonal fraction
of immunogenic antigen present in the tumour [231]. Re-
cent research observed that homogeneous cell mixtures
with high proportions of immunogenic antigens failed to
grow when injected in mice. On the contrary, highly het-
erogeneous cell mixtures containing smaller proportions of
immunogenic antigens were able to grow; strikingly,
immune-mediated depletion of these antigens over time
did not seem to occur. Earlier, it was mentioned that the
immune system seems to limit heterogeneity [223]. ITH
therefore could play both a promoting or repressing role in
antitumour immunity, which is possibly dependent on the
exact level of ITH. As CIN has been implicated to be a
mechanism by which to generate genetic ITH, CIN might
encourage immune evasion by inducing ITH. A recent
paper has pointed towards another mechanism by which
CIN could facilitate immune evasion. A possible way to
avoid recognition by the immune system is by reducing or
depleting the expression of neoantigens. In NSCLC,
non-synonymous mutations leading to neoantigens were
found to be located in areas of copy number loss more
often than non-neoantigenic non-synonymous mutations,
leading to the subclonal loss of previously clonal neoanti-
gens [232]. As this effect was observed in tumour regions
with low immune infiltration, it is postulated that this
CIN-mediated depletion of neoantigens aids in tumour im-
mune evasion [232]. Despite the lines of evidence showing
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an immunosuppressive effect of CIN and ITH, they have
also been shown to be immunogenic. The immunosup-
pressive effects of CIN and/or ITH might therefore be
dependent on several other factors.

Linking CIN, gene mutation, and immune involvement
Although CIN is an important factor in tumour develop-
ment, one cannot overlook the importance of gene mu-
tation, which has historically received more attention. A
measure of gene mutation is mutational burden (the
amount of mutations in a tumour genome); a factor dis-
tinct from CIN or SCNA burden, which is seen to influ-
ence the tumour immune infiltrate. Notably, tumours
with a high mutational burden have a more tumour sup-
pressive immune infiltrate, while aneuploid tumours
seem to have a more immunosuppressive tumour envir-
onment [225, 233]. In addition, and in contrast to aneu-
ploidy, high mutational burden has been associated with
more favourable responses to immunotherapy [225, 227,
234–236]. A recent pan-cancer analysis has looked into
the relationship between tumour genotype and the

composition of the tumour immune infiltrate [233]. It
was found that a different mutational origin of tumours
(e.g. BRAF vs. RAS mutation in melanoma) was also as-
sociated with a different composition of the immune in-
filtrate. Furthermore, broader classifications such as
overall neoantigen load and tumour heterogeneity were
also associated with different immune infiltrates [233].
Interestingly, in this study high heterogeneity was associ-
ated with a more tumour suppressive immune infiltrate
[233]. There are indications that somatic mutations can
also work together with CIN to evade the immune sys-
tem, and there are indications of a positive correlation
between somatic mutation frequency and the degree of
aneuploidy in patient samples, indicating that accumu-
lating somatic mutations might still be advantageous in
the setting of cancer CIN [237]. A well-known relation-
ship between gene mutation and aneuploidy is the ob-
servation that aneuploidy is strongly associated with
inactivating TP53 mutation [237, 238], most likely to
allow for further chromosome mis-segregation. A recent
case study discovered that a combination of copy

Fig. 4 Diagram depicting the relationships between CIN, ITH, inflammation and metastasis discussed in this review
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number loss and oncogenic inactivating mutation of
PTEN could have rendered a previously treatment-sensi-
tive tumour resistant to anti PD-1 treatment [239].
These observations indicate that oncogenic somatic mu-
tations and CIN, both separately and together, have a
hand in shaping the tumour immune environment.
Presently, there is evidence both in favour of and against

a role for CIN in suppressing the immune system. Even
though aneuploidy, CIN, and ITH seem to be immuno-
genic themselves, many tumours displaying these charac-
teristics have found ways to evade the immune system.
The link between CIN and the immune system has not
been researched extensively, but is beginning to be uncov-
ered. As CIN is known to affect a wide range of cellular
processes, it would be interesting to see its precise impact
on stimulating or repressing antitumour immunity.

Discussion
Figure 4 summarises the connections between aneuploidy,
CIN, ITH, metastasis, inflammation, and tumour immun-
ity. Though this is a long list of components, the multifac-
torial nature of the roles and consequences of CIN in
relation to these processes means that it is important to
start to look at the larger picture. While for some ele-
ments, the connection between them is clear, for other ele-
ments, the evidence for a connection between them is
suggested but not yet conclusively supported by data. From
the clinical research, it seems clear that there is an associ-
ation between the state of aneuploidy, the process of CIN,
and a worsened prognosis or higher stage. Almost all clin-
ical research points, directly or indirectly, towards a rela-
tionship between CIN and metastasis. Recently, CIN has
also been linked to inflammation by promoting the
cGAS-STING pathway, but its influence in promoting me-
tastasis has yet to be fully determined. Emerging evidence
presently links CIN to both the promotion and suppres-
sion of antitumour immunity.
One of the factors that makes research on CIN and its

possible influence on metastasis, inflammation and tumour
immunity more difficult to investigate, is the fact that CIN
is defined differently by different researchers. While some
find it sufficient to take a measure of the amount of
SCNAs present in a population, others use a CIN gene sig-
nature or use methods such as FISH to determine CIN. In
addition, it is not clearly defined what ‘high’ and ‘low’ levels
of CIN are, which could lead to discrepancies between pa-
pers. This makes it difficult to compare results of different
papers and draw a general conclusion from the combined
results. Future research on CIN might benefit from gaining
consensus about what level of CIN can be considered ‘low’,
‘intermediate’, and ‘high’. Currently, many researchers seem
to base these levels on their own data. Agreeing on such
terms might aid researchers in determining the value of
their observations, and may also make comparison

between papers more reliable. An example suggestion for
future research would be to look into tumours with higher
CIN scores and not only check if they have higher rates of
metastasis, but also if these tumours show higher expres-
sion of pathways associated with inflammation. Pathways
of particular interest would be the cGAS-STING pathway
and/or the (non-canonical) NF-κB pathway. This might
then strengthen the link between CIN, inflammation, and
metastasis. Recent research also suggests CIN might have
an impact on antitumour immunity. As cancer immuno-
therapy is rising in popularity, it is important to consider
the possible consequences of CIN on its efficacy.

Acknowledgements
We would like to thank Prof. Hein te Riele, Dr. Floris Foijer, Christy Hong, and
Klaske Schukken for their help and feedback on the initial manuscript.

Funding
A.T. was funded by an ERASMUS studentship, S.J. was funded by an MRC PhD
studentship, S.M. was funded by Queen Mary University of London.

Availability of data and materials
Not applicable.

Authors’ contributions
AT wrote the first draft of the manuscript and the first draft of Fig. 4. AT, SJ and
SM edited and revised the manuscript, SJ composed Figs. 2, 3 and 4. All authors
read and approved the final manuscript.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published
maps and institutional affiliations.

Received: 28 December 2018 Accepted: 15 April 2019

References
1. Bornfeld N, Prescher G, Becher R, Hirche H, Jöckel K-H, Horsthemke B.

Prognostic implications of monosomy 3 in uveal melanoma. Lancet
[Internet]. 1996;347(9010):1222–5 Available from: http://www.sciencedirect.
com/science/article/pii/S0140673696907369.

2. Carroll WL. Safety in numbers: Hyperdiploidy and prognosis. Blood. 2013;
121(13):2374–6.

3. Moorman AV. The clinical relevance of chromosomal and genomic
abnormalities in B-cell precursor acute lymphoblastic leukaemia. Blood Rev
[Internet]. 2012;26(3):123–35 Available from: https://doi.org/10.1016/j.blre.
2012.01.001.

4. Orr B, Godek KM, Compton D. Aneuploidy. Curr Biol. 2015;25(13):R538-42.
5. Gordon DJ, Resio B, Pellman D. Causes and consequences of aneuploidy in

cancer. Nat Rev Genet [Internet]. 2012;13(3):189–203 Available from: https://
doi.org/10.1038/nrg3123.

6. Burrell RA, McClelland SE, Endesfelder D, Groth P, Weller MC, Shaikh N, et al.
Replication stress links structural and numerical cancer chromosomal
instability. Nature [Internet]. 2013;494(7438):492–6 Available from: https://
doi.org/10.1038/nature11935.

7. Janssen A, Burg M Van Der, Szuhai K, Kops GJPL. Chromosome Segregation
Errors as a Cause of DNA Damage and Structural Chromosome Aberrations.
Science. 2011;333(September):1895–1899.

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 15 of 21

http://www.sciencedirect.com/science/article/pii/S0140673696907369
http://www.sciencedirect.com/science/article/pii/S0140673696907369
https://doi.org/10.1016/j.blre.2012.01.001
https://doi.org/10.1016/j.blre.2012.01.001
https://doi.org/10.1038/nrg3123
https://doi.org/10.1038/nrg3123
https://doi.org/10.1038/nature11935
https://doi.org/10.1038/nature11935


8. Janoueix-Lerosey I, Schleiermacher G, Michels E, Mosseri V, Ribeiro A, Lequin
D, et al. Overall genomic pattern is a predictor of outcome in
neuroblastoma. J Clin Oncol. 2009;27(7):1026–33.

9. Schukken KM, Foijer F. CIN and aneuploidy: different concepts. Different
Consequences BioEssays. 2018;40(1):1–9.

10. Passerini V, Ozeri-Galai E, De Pagter MS, Donnelly N, Schmalbrock S,
Kloosterman WP, et al. The presence of extra chromosomes leads to
genomic instability. Nat Commun. 2016;7:10754.

11. Ariyoshi K, Miura T, Kasai K, Fujishima Y, Oshimura M, Yoshida MA. Induction
of genomic instability and activation of autophagy in artificial human
aneuploid cells. Mutat Res - Fundam Mol Mech Mutagen [Internet]. 2016;
790:19–30. Available from: https://doi.org/10.1016/j.mrfmmm.2016.06.001

12. Nicholson JM, Macedo JC, Mattingly AJ, Wangsa D, Camps J, Lima V, et al.
Chromosome mis-segregation and cytokinesis failure in trisomic human
cells. Elife. 2015;4(MAY):1–23.

13. Ichijima Y, Yoshioka KI, Yoshioka Y, Shinohe K, Fujimori H, Unno J, et al. DNA
lesions induced by replication stress trigger mitotic aberration and
tetraploidy development. PLoS One. 2010;5(1):1–10.

14. Musacchio A, Salmon ED. The spindle-assembly checkpoint in space and
time. Nat Rev Mol Cell Biol. 2007;8(5):379–93.

15. Ricke RM, van Ree JH, van Deursen JM. Whole chromosome instability and
cancer: a complex relationship. Trends Genet. 2008;24(9):457–66.

16. Hoffelder D, Luo L, Burke N, Watkins S, Gollin S, Saunders W. Resolution of
anaphase bridges in cancer cells. Chromosoma [Internet]. 2004;112(8):389–
97 Available from: http://link.springer.com/10.1007/s00412-004-0284-6.

17. Liu Y, Nielsen CF, Yao Q, Hickson ID. The origins and processing of ultra fine
anaphase DNA bridges. Curr Opin Genet Dev [Internet]. 2014;26:1–5
Available from: https://doi.org/10.1016/j.gde.2014.03.003.

18. Tillement V, Remy M-H, Raynaud-Messina B, Mazzolini L, Haren L, Merdes A.
Spindle assembly defects leading to the formation of a monopolar mitotic
apparatus. Biol Cell [Internet]. 2009;101(1):1–11 Available from: http://doi.
wiley.com/10.1042/BC20070162.

19. Tao W, South VJ, Zhang Y, Davide JP, Farrell L, Kohl NE, et al. Induction of
apoptosis by an inhibitor of the mitotic kinesin KSP requires both activation
of the spindle assembly checkpoint and mitotic slippage. Cancer Cell. 2005;
8(1):49–59.

20. Ohashi A, Ohori M, Iwai K, Nakayama Y, Nambu T, Morishita D, et al.
Aneuploidy generates proteotoxic stress and DNA damage concurrently
with p53-mediated post-mitotic apoptosis in SAC-impaired cells. Nat
Commun [Internet]. 2015;6:1–16. Available from: https://doi.org/10.1038/
ncomms8668

21. Vitre B, Holland AJ, Kulukian A, Shoshani O, Hirai M, Wang Y, et al. Chronic
centrosome amplification without tumorigenesis. Proc Natl Acad Sci
[Internet]. 2015;112(46):E6321–30 Available from: http://www.pnas.org/
lookup/doi/10.1073/pnas.1519388112.

22. Maiato H, Logarinho E. Mitotic spindle multipolarity without centrosome
amplification. Nat Cell Biol [Internet]. 2014;16(5):386–94 Available from:
https://doi.org/10.1038/ncb2958.

23. Fujiwara T, Bandi M, Nitta M, Ivanova EV, Bronson RT, Pellman D. Cytokinesis
failure generating tetraploids promotes tumorigenesis in p53-null cells.
Nature. 2005;437(7061):1043–7.

24. Gisselsson D, Jonson T, Åsa P, Strömbeck B, Dal Cin P, Höglund M, et al.
Telomere dysfunction triggers extensive DNA fragmentation and evolution
of complex chromosome abnormalities in human malignant tumors. Proc
Natl Acad Sci U S A [Internet]. 2001;98(22):12683–8 Available from: http://
www.ncbi.nlm.nih.gov/pmc/articles/PMC60114/.

25. Murnane JP. Telomere dysfunction and chromosome instability. Mutat Res
[Internet]. 2013;730(1–2):28–36. Available from: https://www.sciencedirect.
com/science/article/pii/S0027510711000911?via%3Dihub

26. Worrall JT, Tamura N, Mazzagatti A, Shaikh N, van Lingen T, Bakker B, et al.
Non-random mis-segregation of human chromosomes. Cell Rep. 2018;
23(11):3366–80.

27. Irony-Tur Sinai M, Kerem B. Genomic instability in fragile sites—still adding
the pieces. Genes Chromosom Cancer. 2019;58(5):295–304.

28. Knouse KA, Amon A. Cell biology: the micronucleus gets its big break.
Nature. 2015;522(7555):162–3.

29. Zhang CZ, Spektor A, Cornils H, Francis JM, Jackson EK, Liu S, et al.
Chromothripsis from DNA damage in micronuclei. Nature. 2015;
522(7555):179–84.

30. Santaguida S, Amon A. Short- and long-term effects of chromosome mis-
segregation and aneuploidy. Nat Rev Mol Cell Biol. 2015;16(8):473–85.

31. Sánchez JM, Franzi L, Collia F, De Díaz SL, Panal M, Dubner M.
Cytogenetic study of spontaneous abortions by transabdominal villus
sampling and direct analysis of villi. Prenat Diagn. 1999 Jul;19(7):601–3.

32. McDonald-McGinn DM, Sullivan KE, Marino B, Philip N, Swillen A, Vorstman
JAS, et al. 22Q11.2 Deletion Syndrome. Nat Rev Dis Prim. 2015;1:15071.

33. Dimitrov BI, Ogilvie C, Wieczorek D, Wakeling E, Sikkema-Raddatz B, van
Ravenswaaij-Arts CMA, et al. 3p14 deletion is a rare contiguous gene
syndrome: report of 2 new patients and an overview of 14 patients.
Am J Med Genet Part A. 2015;167(6):1223–30.

34. Hanks S, Coleman K, Reid S, Plaja A, Firth H, FitzPatrick D, et al.
Constitutional aneuploidy and cancer predisposition caused by biallelic
mutations in BUB1B. Nat Genet. 2004;36(11):1159–61.

35. Suijkerbuijk SJE, Van Osch MHJ, Bos FL, Hanks S, Rahman N, Kops GJPL.
Molecular causes for BUBR1 dysfunction in the human cancer
predisposition syndrome mosaic variegated aneuploidy. Cancer Res. 2010;
70(12):4891–900.

36. Schmid M, Steinlein C, Tian Q, Hanlon Newell AE, Gessler M, Olson SB, et al.
Mosaic variegated aneuploidy in mouse BubR1 deficient embryos and
pregnancy loss in human. Chromosom Res. 2014;22(3):375–92.

37. Jacquemont S, Bocéno M, Rival JM, Méchinaud F, David A. High risk of
malignancy in mosaic variegated aneuploidy syndrome. Am J Med Genet.
2002;109(1):17–21.

38. Torres EM, Sokolsky T, Tucker CM, Chan LY, Boselli M, Dunham MJ, et
al. Effects of aneuploidy on cellular physiology and cell division in
haploid yeast. Science. 2007;317(5840):916-24.

39. Thompson SL, Compton DA. Proliferation of aneuploid human cells is
limited by a p53-dependent mechanism. J Cell Biol. 2010;188(3):369–81.

40. Pfau SJ, Silberman RE, Knouse KA, Amon A. Aneuploidy impairs
hematopoietic stem cell fitness and is selected against in regenerating
tissues in vivo. Genes Dev. 2016;30(12):1395–408.

41. Weaver BAA, Cleveland DW. Does aneuploidy cause cancer? Curr Opin
Cell Biol. 2006;18(6):658–67.

42. Knouse KA, Davoli T, Elledge SJ, Amon A. Aneuploidy in Cancer: Seq-ing
answers to Old questions. Annu Rev Cancer Biol [Internet]. 2017;1(1):335–54
Available from: http://www.annualreviews.org/doi/10.1146/annurev-
cancerbio-042616-072231.

43. McCreery MQ, Halliwill KD, Chin D, Delrosario R, Hirst G, Vuong P, et al.
Evolution of metastasis revealed by mutational landscapes of chemically
induced skin cancers. Nat Med [Internet]. 2015;21(12):1514–20 Available
from: https://doi.org/10.1038/nm.3979.

44. Vanderstichele A, Busschaert P, Smeets D, Landolfo C, Van
Nieuwenhuysen E, Leunen K, et al. Chromosomal instability in cell-free
DNA as a highly specific biomarker for detection of ovarian cancer in
women with adnexal masses. Clin Cancer Res. 2017;23(9):2223–31.

45. Robertson AG, Shih J, Yau C, Gibb EA, Oba J, Mungall KL, et al. Integrative
Analysis Identifies Four Molecular and Clinical Subsets in Uveal Melanoma.
Cancer Cell. 2017;32(2):204–20 e15.

46. Sotillo R, Hernando E, Díaz-Rodríguez E, Teruya-Feldstein J, Cordón-
Cardo C, Lowe SW, et al. Mad2 overexpression promotes aneuploidy
and tumorigenesis in mice. Cancer Cell. 2007;11(1):9–23.

47. Godek KM, Venere M, Wu Q, Mills KD, Hickey WF, Rich JN, et al.
Chromosomal instability affects the tumorigenicity of glioblastoma tumor-
initiating cells. Cancer Discov. 2016;6(5):532–45.

48. Silk AD, Zasadil LM, Holland AJ, Vitre B, Cleveland DW, Weaver BA.
Chromosome missegregation rate predicts whether aneuploidy will
promote or suppress tumors. Proc Natl Acad Sci [Internet]. 2013;110(44):
E4134–41 Available from: http://www.pnas.org/cgi/doi/10.1073/pnas.
1317042110.

49. Zasadil LM, Britigan EMC, Ryan SD, Kaur C, Guckenberger DJ, Beebe DJ, et al.
High rates of chromosome missegregation suppress tumor progression but do
not inhibit tumor initiation. Mol Biol Cell [Internet]. 2016;27(13):1981–9.
Available from: https://www.molbiolcell.org/doi/full/10.1091/mbc.E15-10-0747.

50. Jamal-Hanjani M, A’Hern R, Birkbak NJ, Gorman P, Grönroos E, Ngang S, 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(7):1340–6.

51. Santaguida S, Richardson A, Iyer DR, M’Saad O, Zasadil L, Knouse KA, et
al. Chromosome Mis-segregation Generates Cell-Cycle-Arrested Cells
with Complex Karyotypes that Are Eliminated by the Immune System.
Dev Cell [Internet]. 2017;41(6):638–651.e5. Available from: https://doi.org/
10.1016/j.devcel.2017.05.022

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 16 of 21

https://doi.org/10.1016/j.mrfmmm.2016.06.001
http://link.springer.com/10.1007/s00412-004-0284-6
https://doi.org/10.1016/j.gde.2014.03.003
http://doi.wiley.com/10.1042/BC20070162
http://doi.wiley.com/10.1042/BC20070162
https://doi.org/10.1038/ncomms8668
https://doi.org/10.1038/ncomms8668
http://www.pnas.org/lookup/doi/10.1073/pnas.1519388112
http://www.pnas.org/lookup/doi/10.1073/pnas.1519388112
https://doi.org/10.1038/ncb2958
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC60114/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC60114/
https://www.sciencedirect.com/science/article/pii/S0027510711000911?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0027510711000911?via%3Dihub
http://www.annualreviews.org/doi/10.1146/annurev-cancerbio-042616-072231
http://www.annualreviews.org/doi/10.1146/annurev-cancerbio-042616-072231
https://doi.org/10.1038/nm.3979
http://www.pnas.org/cgi/doi/10.1073/pnas.1317042110
http://www.pnas.org/cgi/doi/10.1073/pnas.1317042110
https://www.molbiolcell.org/doi/full/10.1091/mbc.E15-10-0747
https://doi.org/10.1016/j.devcel.2017.05.022
https://doi.org/10.1016/j.devcel.2017.05.022


52. Soto M, Raaijmakers JA, Bakker B, Spierings DCJ, Lansdorp PM, Foijer F, et al.
p53 prohibits propagation of chromosome segregation errors that produce
structural aneuploidies. Cell Rep. 2017;19:2423–31.

53. Heppner GH. Tumor Heterogeneity. Cancer Res. 1984;44(6):2259–65.
54. Lundberg G, Jin Y, Sehic D, Øra I, Versteeg R, Gisselsson D. Intratumour

Diversity of Chromosome Copy Numbers in Neuroblastoma Mediated
by On-Going Chromosome Loss from a Polyploid State. PLoS One.
2013;8(3):e59268.

55. Liu M, Liu Y, Di J, Su Z, Yang H, Jiang B, et al. Multi-region and single-cell
sequencing reveal variable genomic heterogeneity in rectal cancer. BMC
Cancer. 2017;17(1):1–11.

56. Kim TM, Jung SH, An CH, Lee SH, Baek IP, Kim MS, et al. Subclonal genomic
architectures of primary and metastatic colorectal cancer based on
intratumoral genetic heterogeneity. Clin Cancer Res. 2015;21(19):4461–72.

57. Beroukhim R, Mermel CH, Porter D, Wei G, Raychaudhuri S, Donovan J, et
al. The landscape of somatic copy-number alteration across human
cancers. Nature. 2010;463(7283):899–905.

58. Sottoriva A, Spiteri I, Piccirillo SGM, Touloumis A, Collins VP, Marioni JC, et al.
Intratumor heterogeneity in human glioblastoma reflects cancer
evolutionary dynamics. Proc Natl Acad Sci [Internet]. 2013;110(10):4009–14
Available from: http://www.pnas.org/cgi/doi/10.1073/pnas.1219747110.

59. Cairns J. Mutation selection and the natural history of cancer. Nature. 1975;
255(5505):197.

60. Nowell PC, Nowell PCC. The clonal evolution of tumor cell populations. Science
(80- ) [internet]. 1976;194(4260):23–8. Available from. http://www.ncbi.nlm.nih.
gov/pubmed/959840.

61. Pavelka N, Rancati G, Zhu J, Bradford WD, Saraf A, Florens L, et al. Aneuploidy
confers quantitative proteome changes and phenotypic variation in budding
yeast. Nature [Internet]. 2010;468(7321):321–5 Available from: https://doi.org/10.
1038/nature09529.

62. Sunshine AB, Payen C, Ong GT, Liachko I, Tan KM, Dunham MJ. The fitness
consequences of aneuploidy are driven by condition-dependent gene effects.
PLoS Biol. 2015;13(5):1–34.

63. Liu G, Yong MYJ, Yurieva M, Srinivasan KG, Liu J, Lim JSY, et al. Gene
essentiality is a quantitative property linked to cellular Evolvability. Cell
[Internet]. 2015;163(6):1388–99 Available from: https://doi.org/10.1016/j.cell.
2015.10.069.

64. Rancati G, Pavelka N, Fleharty B, Noll A, Trimble R, Walton K, et al. Aneuploidy
underlies rapid adaptive evolution of yeast cells deprived of a conserved
cytokinesis motor. Cell [Internet]. 2008;135(5):879–93 Available from: https://doi.
org/10.1016/j.cell.2008.09.039.

65. Rutledge SD, Douglas TA, Nicholson JM, Vila-Casadesús M, Kantzler CL, Wangsa D,
et al. Selective advantage of trisomic human cells cultured in non-standard
conditions. Sci Rep [Internet]. 2016;6(February):1–12 Available from: https://doi.
org/10.1038/srep22828.

66. Stephens PJ, Greenman CD, Fu B, Yang F, Bignell GR, Mudie LJ, et al.
Massive genomic rearrangement acquired in a single catastrophic
event during Cancer development. Cell [Internet]. 2011;144(1):27–40
Available from: http://www.sciencedirect.com/science/article/pii/
S0092867410013772.

67. Forment JV, Kaidi A, Jackson SP. Chromothripsis and cancer: causes and
consequences of chromosome shattering. Nat Rev Cancer [Internet].
2012;13(12):663 Available from: https://doi.org/10.1038/nrc3352.

68. Ye C, Heng H, Ye K, Chen DJ, Abdallah B, Stevens J, et al. Genome
chaos: survival strategy during crisis. Cell Cycle. 2014;13(4):528–37.

69. Venkatesan S, Swanton C, Taylor BS, Costello JF. Treatment-induced
mutagenesis and selective pressures sculpt Cancer evolution. Cold
Spring Harb Perspect Med. 2017;7(8):a026617.

70. Burrell RA, McGranahan N, Bartek J, Swanton C. The causes and
consequences of genetic heterogeneity in cancer evolution. Nature. 2013;
501(7467):338–45.

71. Liu G, Alemara S, Ye CJ, Regan S, Heng HH. Understanding aneuploidy
in cancer through the lens of system inheritance, fuzzy inheritance and
emergence of new genome systems. Mol Cytogenet. 2018;11(1):1–13.

72. Turajlic S, Xu H, Litchfield K, Rowan A, Horswell S, Chambers T, et al.
Deterministic evolutionary trajectories influence primary tumor growth:
TRACERx renal. Cell. 2018;173(3):595–610.

73. Gao R, Davis A, McDonald TO, Sei E, Shi X, Wang Y, et al. Punctuated copy
number evolution and clonal stasis in triple-negative breast cancer. Nat
Genet. 2016;48(10):1119.

74. Patch A-M, Christie EL, Etemadmoghadam D, Garsed DW, George J, Fereday S, et
al. Whole–genome characterization of chemoresistant ovarian cancer. Nature.
2015;521(7553):489.

75. Ye CJ, Abdallah BY, Stevens JB, Heng HH, Bremer SW, Ye KJ, et al.
Chromosomal instability (CIN): what it is and why it is crucial to cancer
evolution. Cancer Metastasis Rev. 2013;32(3–4):325–40.

76. Chen G, Bradford WD, Seidel CW, Li R. Hsp90 stress potentiates rapid
cellular adaptation through induction of aneuploidy. Nature [Internet]. 2012;
482(7384):246–50 Available from: https://doi.org/10.1038/nature10795.

77. Endesfelder D, Burrell RA, Kanu N, McGranahan N, Howell M, Parker PJ, et al.
Chromosomal instability selects gene copy-number variants encoding core
regulators of proliferation in ER+ breast cancer. Cancer Res. 2014;74(17):
4853–63.

78. Laughney AM, Elizalde S, Genovese G, Bakhoum SF. Dynamics of tumor
heterogeneity derived from clonal Karyotypic evolution. Cell Rep [Internet].
2015;12(5):809–20 Available from: https://doi.org/10.1016/j.celrep.2015.06.065.

79. Sotillo R, Schvartzman J-M, Socci ND, Benezra R. Mad2-induced
chromosome instability leads to lung tumour relapse after oncogene
withdrawal. Nature. 2010;464(7287):436.

80. Rowald K, Mantovan M, Passos J, Buccitelli C, Mardin BR, Korbel JO, et al.
Negative selection and chromosome instability induced by Mad2
overexpression delay breast cancer but facilitate oncogene-independent
outgrowth. Cell Rep. 2016;15(12):2679–91.

81. Chaffer C, Weinberg R. A perspective on cancer cell metastasis. Science (80- )
[Internet]. 2011;331(6024):1559–64. Available from: http://www.ncbi.nlm.nih.
gov/pubmed/21436443%5Cn; http://www.sciencemag.org/content/331/6024/
1559.short

82. Hanahan D, Weinberg RA. The hallmarks of cancer. Cell [Internet]. 2000;
100(1):57–70 Available from: http://www.ncbi.nlm.nih.gov/pubmed/
10647931.

83. Vleminckx K, Vakaet L, Mareel M, Fiers W, Roy F. Genetic manipulation of E-
cadherin expression by epithelial tumor cells reveals an invasion suppressor
role. Cell [Internet]. 1991;66(1):107–19 Available from: https://doi.org/10.
1016/0092-8674(91)90143-M.

84. Han T, Jiao F, Hu H, Yuan C, Wang L, Jin Z. EZH2 promotes cell migration
and invasion but not alters cell proliferation by suppressing E-cadherin,
partly through association with MALAT-1 in pancreatic cancer. Oncotarget
[Internet]. 2016;7(10):11194–207 Available from: http://www.oncotarget.
com/abstract/7156.

85. Yeung KT, Yang J. Epithelial-mesenchymal transition in tumor metastasis.
Mol Oncol [Internet]. 2017;11(1):28–39 Available from: http://doi.wiley.com/
10.1002/1878-0261.12017.

86. Kasai H, Allen JT, Mason RM, Kamimura T, Zhang Z. TGF-β1 induces
human alveolar epithelial to mesenchymal cell transition (EMT). Respir
Res. 2005;6:1–15.

87. Leong HS, Robertson AE, Stoletov K, Leith SJ, Chin CA, Chien AE, et al.
Invadopodia are required for Cancer cell extravasation and are a therapeutic
target for metastasis. Cell Rep [Internet]. 2014;8(5):1558–70 Available from:
https://doi.org/10.1016/j.celrep.2014.07.050.

88. Seyfried TN, Huysentruyt LC. On the origin of Cancer metastasis. Crit Rev
Oncog. 2013;18(1–2):43–73.

89. Foulds L. The natural history of cancer. J Chronic Dis. 1958;8(1):2–37.
90. Klein CA. Parallel progression of tumour and metastases. Nat Rev Cancer.

2009;9(2):156.
91. Gerlinger M, Rowan AJ, Horswell S, Larkin J, Endesfelder D, Gronroos E, et al.

Intratumor heterogeneity and branched evolution revealed by multiregion
sequencing. N Engl J Med. 2012;366(10):883–92.

92. Yachida S, Jones S, Bozic I, Antal T, Leary R, Fu B, et al. Distant metastasis
occurs late during the genetic evolution of pancreatic cancer. Nature. 2010;
467(7319):1114–7.

93. Hosseini H, Obradovic MMS, Hoffmann M, Harper KL, Sosa MS, Werner-Klein
M, et al. Early dissemination seeds metastasis in breast cancer. Nature
[Internet]. 2016;540(7634):552–8 Available from: https://doi.org/10.1038/
nature20785.

94. Tan IB, Malik S, Ramnarayanan K, McPherson JR, Ho DL, Suzuki Y, et al.
High-depth sequencing of over 750 genes supports linear progression
of primary tumors and metastases in most patients with liver-limited
metastatic colorectal cancer. Genome Biol. 2015;16(1):1–16.

95. Schmidt-Kittler O, Ragg T, Daskalakis A, Granzow M, Ahr A, Blankenstein TJF,
et al. From latent disseminated cells to overt metastasis: genetic analysis of
systemic breast cancer progression. Proc Natl Acad Sci U S A [Internet].

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 17 of 21

http://www.pnas.org/cgi/doi/10.1073/pnas.1219747110
http://www.ncbi.nlm.nih.gov/pubmed/959840
http://www.ncbi.nlm.nih.gov/pubmed/959840
https://doi.org/10.1038/nature09529
https://doi.org/10.1038/nature09529
https://doi.org/10.1016/j.cell.2015.10.069
https://doi.org/10.1016/j.cell.2015.10.069
https://doi.org/10.1016/j.cell.2008.09.039
https://doi.org/10.1016/j.cell.2008.09.039
https://doi.org/10.1038/srep22828
https://doi.org/10.1038/srep22828
http://www.sciencedirect.com/science/article/pii/S0092867410013772
http://www.sciencedirect.com/science/article/pii/S0092867410013772
https://doi.org/10.1038/nrc3352
https://doi.org/10.1038/nature10795
https://doi.org/10.1016/j.celrep.2015.06.065
http://www.ncbi.nlm.nih.gov/pubmed/10647931
http://www.ncbi.nlm.nih.gov/pubmed/10647931
https://doi.org/10.1016/0092-8674(91)90143-M
https://doi.org/10.1016/0092-8674(91)90143-M
http://www.oncotarget.com/abstract/7156
http://www.oncotarget.com/abstract/7156
http://doi.wiley.com/10.1002/1878-0261.12017
http://doi.wiley.com/10.1002/1878-0261.12017
https://doi.org/10.1016/j.celrep.2014.07.050
https://doi.org/10.1038/nature20785
https://doi.org/10.1038/nature20785


2003;100(13):7737–42 Available from: http://www.pubmedcentral.nih.gov/
articlerender.fcgi?artid=164657&tool=pmcentrez&rendertype=abstract.

96. Naxerova K, Jain RK. Using tumour phylogenetics to identify the roots of
metastasis in humans. Nat Rev Clin Oncol [Internet]. 2015;12(5):258–72
Available from: https://doi.org/10.1038/nrclinonc.2014.238.

97. Ullah I, Karthik G-M, Alkodsi A, Kjällquist U, Stålhammar G, Lövrot J, et al.
Evolutionary history of metastatic breast cancer reveals minimal seeding
from axillary lymph nodes. J Clin Invest [Internet]. 2018;128(4):1–16 Available
from: https://www.jci.org/articles/view/96149.

98. Naxerova K, Reiter JG, Brachtel E, Lennerz J, Van de Wetering M, Rowan A,
et al. Distinct origins of lymphatic and distant metastases in a majority of
human colorectal cancers. Science (80- ). 2017;60(July):55–60.

99. Tavares AS, Costa J, De Carvalho A, Reis M. Tumour ploidy and prognosis in
tumours of the bladder and prostate. Br J Cancer. 1966;20(3):438–41.

100. Zimmerman PV, Bint MH, Hawson GAT, Parsons PG. Ploidy as a prognostic
determinant in surgically treated lung cancer. Lancet. 1986;330(8558):530–3.

101. Rodenburg CJ, Cornelisse CJ, Heintz PAM, Hermans J, Fleuren GJ. Tumor
ploidy as a major prognostic factor in advanced ovarian cancer. Cancer.
1987;59(2):317–23.

102. Kallioniemi OP, Blanco G, Alavaikko M, Hietanen T, Mattila J, Lauslahti K, et
al. Tumour DNA ploidy as an independent prognostic factor in breast
cancer. Br J Cancer. 1987;56(5):637–42.

103. Allison DC, Bose KK, Hruban RH, Piantadosi S, Dooley WC, Boitnott JK, et al.
Pancreatic cancer cell DNA content correlates with long-term survival after
pancreatoduodenectomy. Ann Surg [Internet]. 1991;214(6):648–56 Available
from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1358487/.

104. Porschen R, Remy U, Bevers G, Schauseil S, Hengels KJ, Borchard F.
Prognostic significance of DNA ploidy in adenocarcinoma of the pancreas.
A flow cytometric study of paraffin-embedded specimens. Cancer. 1993;
71(12):3846–50.

105. Yeo CJ, Cameron JL, Lillemoe KD, Sitzmann JV, Hruban RH, Goodman SN, et
al. Pancreaticoduodenectomy for cancer of the head of the pancreas. Ann
Surg. 1995;221(6):721–33.

106. Shields CL, Ganguly A, Bianciotto CG, Turaka K, Tavallali A, Shields JA.
Prognosis of uveal melanoma in 500 cases using genetic testing of fine-
needle aspiration biopsy specimen. Ophthalmology. 2011;118(2):396–401.

107. Danielsen HE, Hveem TS, Domingo E, Pradhan M, Kleppe A, Syvertsen
RA, et al. Prognostic markers for colorectal cancer; estimating ploidy
and stroma. Ann Oncol [Internet]. 2017;(December 2017):1–8. Available
from: http://academic.oup.com/annonc/advance-article/doi/10.1093/
annonc/mdx794/4779924

108. Klein F, Bahra M, Schirmeier A, Al-Abadi H, Pratschke J, Pelzer U, et al.
Prognostic significance of DNA cytometry for adjuvant therapy response in
pancreatic cancer. J Surg Oncol. 2015;112(1):66–71.

109. Syrios J, Kechagias G, Agrogiannis G, Xynos ID, Kavantzas N, Lazaris AC, et al.
DNA ploidy: a prognostic factor of response to chemotherapy and survival
in metastatic gastric adenocarcinoma. Anticancer Res. 2013;33(3):1209–14.

110. Pinto AE, Pereira T, Santos M, Branco M, Dias Â, Silva GL, et al. DNA ploidy is an
independent predictor of survival in breast invasive ductal carcinoma: a long-
term multivariate analysis of 393 patients. Ann Surg Oncol. 2013;20(5):1530–7.

111. Braun M, Stomper J, Kirsten R, Shaikhibrahim Z, Vogel W, Böhm D, et al.
Landscape of chromosome number changes in prostate cancer
progression. World J Urol. 2013;31(6):1489–95.

112. Tsavaris N, Kavantzas N, Tsigritis K, Xynos ID, Papadoniou N, Lazaris A, 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;9:1–11.

113. Sinicrope FA, Rego RL, Halling KC, Foster N, Sargent DJ, La Plant B, et al.
Prognostic impact of microsatellite instability and DNA ploidy in human
Colon carcinoma patients. Gastroenterology. 2006;131(3):729–37.

114. Susini T, Olivieri S, Molino C, Amunni G, Rapi S, Taddei G, et al. DNA ploidy
is stronger than lymph node metastasis as prognostic factor in cervical
carcinoma: 10-year results of a prospective study. Int J Gynecol Cancer
[Internet]. 2011;21(4):678–84. Available from: http://www.ncbi.nlm.nih.gov/
pubmed/21412157.

115. Kamphues C, Al-Abadi H, Dürr A, Al-Abadi N, Schricke D, Bova R, et al. DNA index
as a strong prognostic factor in patients with adenocarcinoma of the pancreatic
head: results of a 5-year prospective study. Pancreas. 2013;42(5):807–12.

116. Xu J, Huang L, Li J. DNA aneuploidy and breast cancer: A meta-analysis of
141,163 cases. Oncotarget [Internet]. 2016;7(37):60218–29. Available from:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5312380/

117. Kluth M, Ahrary R, Hube-Magg C, Ahmed M, Volta H, Schwemin C, et al.
Genomic deletion of chromosome 12p is an independent prognostic
marker in prostate cancer. Oncotarget [Internet]. 2015;6(29):27966–79
Available from: http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=
4695038&tool=pmcentrez&rendertype=abstract.

118. Klepsland Mauland K, Wik E, Hoivik EA, Kusonmano K, Kyllesø Halle M, Berg
A, et al. Aneuploidy related transcriptional changes in endometrial cancer
link low expression of chromosome 15q genes to poor survival. Oncotarget
[Internet]. 2016;8(6):9696–9707. Available from: http://www.ncbi.nlm.nih.gov/
pubmed/28039471%0A; http://www.oncotarget.com/abstract/14201

119. Søreide K, Slewa A, Stokkeland PJ, Van Diermen B, Janssen EAM, Søreide JA,
et al. Microsatellite instability and DNA ploidy in colorectal cancer : potential
implications for patients undergoing systematic surveillance after resection.
Cancer. 2009;115(2):271–82.

120. Buhmeida A, Hilska M, Elzagheid A, Laato M, Collan Y, Syrjänen K, et al. DNA
image cytometry predicts disease outcome in stage II colorectal carcinoma.
Anticancer Res. 2009;29(1):99–106.

121. Laubert T, Freitag-Wolf S, Linnebacher M, König A, Vollmar B, Habermann JK.
Stage-specific frequency and prognostic significance of aneuploidy in
patients with sporadic colorectal cancer—a meta-analysis and current
overview. Int J Color Dis. 2015;30(8):1015–28.

122. Stålberg K, Kjølhede P, Bjurberg M, Borgfeldt C, Dahm-Kähler P, Falconer H,
et al. Risk factors for lymph node metastases in women with endometrial
cancer: a population-based, nation-wide register study—on behalf of the
Swedish gynecological Cancer group. Int J Cancer. 2017;140(12):2693–700.

123. Njølstad TS, Trovik J, Hveem TS, Kjæreng ML, Kildal W, Pradhan M, et al.
DNA ploidy in curettage specimens identifies high-risk patients and lymph
node metastasis in endometrial cancer. Br J Cancer. 2015;112(10):1656–64.

124. De Aretxabala X, Yonemura Y, Sugiyama K, Kamata T, Konishi K, Miwa K, et
al. DNA ploidy pattern and tumour spread in gastric cancer. BJS. 1988;75(8):
770–3.

125. McGranahan N, Burrell RA, Endesfelder D, Novelli MR, Swanton C. Cancer
chromosomal instability: therapeutic and diagnostic challenges. EMBO Rep
[Internet]. 2012;13(6):528–38 Available from: https://doi.org/10.1038/embor.
2012.61.

126. Walther A, Houlston R, Tomlinson I. Association between chromosomal
instability and prognosis in colorectal cancer: a meta-analysis. Gut. 2008;
57(7):941–50.

127. Orsetti B, Selves J, Bascoul-Mollevi C, Lasorsa L, Gordien K, Bibeau F, et al.
Impact of chromosomal instability on colorectal cancer progression and
outcome. BMC Cancer. 2014;14(1):1–13.

128. Decaux O, Lodé L, Magrangeas F, Charbonnel C, Gouraud W, Jézéquel P, et
al. Prediction of survival in multiple myeloma based on gene expression
profiles reveals cell cycle and chromosomal instability signatures in high-risk
patients and hyperdiploid signatures in low-risk patients: a study of the
Intergroupe francophone du Myélom. J Clin Oncol. 2008;26(29):4798–805.

129. Lee JC, Lu TP, Changou CA, Liang CW, Huang HN, Lauria A, et al. Genomewide
copy number analysis of Müllerian adenosarcoma identified chromosomal
instability in the aggressive subgroup. Mod Pathol [Internet]. 2016;29(9):1070–
82 Available from: https://doi.org/10.1038/modpathol.2016.99.

130. Weber JC, Meyer N, Pencreach E, Schneider A, Guérin E, Neuville A, et al.
Allelotyping analyses of synchronous primary and metastasis CIN colon
cancers identified different subtypes. Int J Cancer. 2007;120(3):524–32.

131. Carter SL, Eklund AC, Kohane IS, Harris LN, Szallasi Z. A signature of
chromosomal instability inferred from gene expression profiles predicts
clinical outcome in multiple human cancers. Nat Genet. 2006;38(9):1043–8.

132. Birkbak NJ, Eklund AC, Li Q, McClelland SE, Endesfelder D, Tan P, et al.
Paradoxical relationship between chromosomal instability and survival
outcome in cancer. Cancer Res. 2011;71(10):3447–52.

133. Koha M, Brismar B, Wikström B. DNA content in primary tumours and
lymph node metastases in colorectal adenocarcinoma. APMIS. 1992;
100(7–12):640–4.

134. Laubert T, Bente V, Freitag-Wolf S, Voulgaris H, Oberländer M, Schillo K, et al.
Aneuploidy and elevated CEA indicate an increased risk for metachronous
metastasis in colorectal cancer. Int J Color Dis. 2013;28(6):767–75.

135. Ljungberg B, Stenling R, Roos G. DNA content and prognosis in renal cell
carcinoma. A comparison between primary tumors and metastases. Cancer.
1986;57(12):2346–50.

136. Frankfurt OS, Slocum HK, Rustum YM, Arbuck SG, Pavelic ZP, Petrelli N, et al.
Flow cytometric analysis of DNA aneuploidy in primary and metastatic
human solid tumors. Cytom Part A. 1984;5(1):71–80.

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 18 of 21

http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=164657&tool=pmcentrez&rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=164657&tool=pmcentrez&rendertype=abstract
https://doi.org/10.1038/nrclinonc.2014.238
https://www.jci.org/articles/view/96149
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1358487/
http://academic.oup.com/annonc/advance-article/doi/10.1093/annonc/mdx794/4779924
http://academic.oup.com/annonc/advance-article/doi/10.1093/annonc/mdx794/4779924
http://www.ncbi.nlm.nih.gov/pubmed/21412157
http://www.ncbi.nlm.nih.gov/pubmed/21412157
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5312380/
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4695038&tool=pmcentrez&rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4695038&tool=pmcentrez&rendertype=abstract
https://doi.org/10.1038/embor.2012.61
https://doi.org/10.1038/embor.2012.61
https://doi.org/10.1038/modpathol.2016.99


137. Tollenaar RAEM, Bonsing BA, Kuipers-Dijkshoorn NJ, Hermans J, Van De
Velde CJH, Cornelisse CJ, et al. Evidence of clonal divergence in colorectal
carcinoma. Cancer. 1997;79(7):1304–14.

138. Zalata KR, Elshal MF, Foda AARM, Shoma A. Genetic dissimilarity between
primary colorectal carcinomas and their lymph node metastases: ploidy, p53,
bcl-2, and c-myc expression—a pilot study. Tumor Biol. 2015;36(8):6579–84.

139. Suzuki K, Chen R, Nomura T, Nakajima T. Flow cytometric analysis of primary
and metastatic squamous cell carcinomas of the oral and maxillofacial region.
J Oral Maxillofac Surg. 1994;52(8):855–61.

140. El-Deftar MF, El Gerzawi SM, Abdel-Azim AA, Tohamy SM. Prognostic
significance of ploidy and S-phase fraction in primary intraoral squamous cell
carcinoma and their corresponding metastatic lymph nodes. J Egypt Natl Canc
Inst [Internet]. 2012;24(1):7–14 Available from: http://linkinghub.elsevier.com/
retrieve/pii/S1110036211000604.

141. Zargoun IM, Bingle L, Speight PM. DNA ploidy and cell cycle protein
expression in oral squamous cell carcinomas with and without lymph node
metastases. J Oral Pathol Med [Internet]. 2017;738–43. Available from: http://
doi.wiley.com/10.1111/jop.12554

142. Baretton G, Li X, Stoll C, Fischer-Brandies E, Schmidt M, Löhrs U. Prognostic
significancce of DNA ploidy in oral squamous cell carcinomas. Oral Surgery, Oral
Med Oral Pathol Oral Radiol Endod. 1995;79:68–76.

143. Bloomfield M, Duesberg P. Inherent variability of cancer-specific aneuploidy
generates metastases. Mol Cytogenet [Internet]. 2016;9(1):1–22 Available
from: https://doi.org/10.1186/s13039-016-0297-x.

144. Godinho SA, Picone R, Burute M, Dagher R, Su Y, Leung CT, et al.
Oncogene-like induction of cellular invasion from centrosome amplification.
Nature. 2014;510(7503):167–71.

145. Ganem NJ, Godinho SA, Pellman D. A mechanism linking extra centrosomes
to chromosomal instability. Nature. 2009;460(7252):278.

146. Chan J. A clinical overview of centrosome amplification in human cancers.
Int J Biol Sci. 2011;7:1122–44.

147. Pannu V, Mittal K, Cantuaria G, Reid MD, Li X, Donthamsetty S, et al.
Rampant centrosome amplification underlies more aggressive disease
course of triple negative breast cancers. Oncotarget [Internet]. 2015;6(12):
10487–97 Available from: http://www.pubmedcentral.nih.gov/articlerender.
fcgi?artid=4496369&tool=pmcentrez&rendertype=abstract.

148. Benhra N, Barrio L, Muzzopappa M, Milán M. Chromosomal Instability
Induces Cellular Invasion in Epithelial Tissues. Dev Cell. 2018;47(2):161-174.

149. Marinoni I, Kurrer AS, Vassella E, Dettmer M, Rudolph T, Banz V, et al. Loss of
DAXX and ATRX are associated with chromosome instability and reduced
survival of patients with pancreatic neuroendocrine tumors.
Gastroenterology [Internet]. 2014;146(2):453–460.e5. Available from: https://
doi.org/10.1053/j.gastro.2013.10.020

150. Vikeså J, Møller AK, Kaczkowski B, Borup R, Winther O, Henao R, et al.
Cancers of unknown primary origin (CUP) are characterized by
chromosomal instability (CIN) compared to metastasis of know origin. BMC
Cancer [Internet]. 2015;15:151. Available from: ???

151. Drosos Y, Escobar D, Chiang M-Y, Roys K, Valentine V, Valentine MB,
et al. ATM-deficiency increases genomic instability and metastatic
potential in a mouse model of pancreatic cancer. Sci Rep [Internet].
2017;7(1):11144. Available from: http://www.nature.com/articles/
s41598-017-11661-8

152. Shen KC, Heng H, Wang Y, Lu S, Liu G, Deng CX, et al. ATM and p21
cooperate to suppress aneuploidy and subsequent tumor development.
Cancer Res. 2005;65(19):8747–53.

153. Choi YJ, Rhee JK, Hur SY, Kim MS, Lee SH, Chung YJ, et al. Intraindividual
genomic heterogeneity of high-grade serous carcinoma of the ovary and clinical
utility of ascitic cancer cells for mutation profiling. J Pathol. 2017;241(1):57–66.

154. Andor N, Graham TA, Jansen M, Xia LC, Aktipis CA, Petritsch C, et al. Pan-
cancer analysis of the extent and consequences of intratumor
heterogeneity. Nat Med. 2016;22(1):105–13.

155. Marusyk A, Tabassum DP, Altrock PM, Almendro V, Michor F, Polyak K.
Non-cell-autonomous driving of tumour growth supports sub-clonal
heterogeneity. Nature [Internet]. 2014;514(7520):54–8 Available from:
https://doi.org/10.1038/nature13556.

156. Zhang M, Tsimelzon A, Chang C-H, Fan C, Wolff A, Perou CM, et al.
Intratumoral heterogeneity in a Trp53-null mouse model of human breast
Cancer. Cancer Discov [Internet]. 2015;5(5):520–33 Available from: http://
cancerdiscovery.aacrjournals.org/cgi/doi/10.1158/2159-8290.CD-14-1101.

157. Calbo J, van Montfort E, Proost N, van Drunen E, Beverloo HB, Meuwissen R, et
al. A functional role for tumor cell heterogeneity in a mouse model of small

cell lung Cancer. Cancer Cell [Internet]. 2011;19(2):244–56 Available from:
https://doi.org/10.1016/j.ccr.2010.12.021.

158. Maley CC, Galipeau PC, Finley JC, Wongsurawat VJ, Li X, Sanchez CA, et al.
Genetic clonal diversity predicts progression to esophageal
adenocarcinoma. Nat Genet. 2006;38(4):468–73.

159. Meyer M, Reimand J, Lan X, Head R, Zhu X, Kushida M, et al. Single cell-
derived clonal analysis of human glioblastoma links functional and genomic
heterogeneity. Proc Natl Acad Sci [Internet]. 2015;112(3):851–6 Available
from: http://www.pnas.org/lookup/doi/10.1073/pnas.1320611111.

160. Piotrowska Z, Niederst MJ, Karlovich CA, Wakelee HA, Neal JW, Mino-
Kenudson M, et al. Heterogeneity underlies the emergence of
EGFRT790 wild-type clones following treatment of T790M-positive
cancers with a third-generation EGFR inhibitor. Cancer Discov. 2015;5(7):
713–23.

161. Kemper K, Krijgsman O, Cornelissen-Steijger P, Shahrabi A, Weeber F,
Song J-Y, et al. Intra- and inter-tumor heterogeneity in a vemurafenib-
resistant melanoma patient and derived xenografts. EMBO Mol Med
[Internet]. 2015;7(9):1104–18 Available from: http://embomolmed.
embopress.org/content/7/9/1104.

162. Beach RR, Ricci-Tam C, Brennan CM, Moomau CA, Hsu PH, Hua B, et al.
Aneuploidy causes non-genetic individuality. Cell. 2017;169(2):229–42 e21.

163. Fidler IJ. Tumor heterogeneity and the biology of Cancer invasion and
metastasis. Cancer Res. 1978;38(9):2651–60.

164. Turajlic S, Swanton C. Metastasis as an evolutionary process. Science (80- ).
2016;352(6282):169–75.

165. Jamal-Hanjani M, Wilson GA, McGranahan N, Birkbak NJ, Watkins TBK, Veeriah S,
et al. Tracking the evolution of non–small-cell lung Cancer. N Engl J Med
[Internet]. 2017;376(22):2109–21 Available from: http://www.nejm.org/doi/10.
1056/NEJMoa1616288.

166. Turajlic S, Xu H, Litchfield K, Rowan A, Chambers T, Lopez JI, et al. Tracking
Cancer Evolution Reveals Constrained Routes to Metastases: TRACERx Renal.
Cell [Internet]. 2018;173(3):581–589.e12. Available from: https://doi.org/10.
1016/j.cell.2018.03.057

167. Yang F, Wang Y, Li Q, Cao L, Sun Z, Jin J, et al. Intratumor heterogeneity predicts
metastasis of triplenegative breast cancer. Carcinogenesis. 2017;38(9):900–9.

168. Hanahan D, Weinberg RA. Hallmarks of cancer: the next generation. Cell.
2011;144(5):646–74.

169. Coussens LM, Werb Z. Inflammation and cancer. Nature [Internet]. 2002 19;
420:860. Available from: https://doi.org/10.1038/nature01322

170. Hansen MT, Forst B, Cremers N, Quagliata L, Ambartsumian N, Grum-
Schwensen B, et al. A link between inflammation and metastasis: serum
amyloid A1 and A3 induce metastasis, and are targets of metastasis-
inducing S100A4. Oncogene. 2015;34(4):424.

171. Hugo HJ, Saunders C, Ramsay RG, Thompson EW. New insights on
COX-2 in chronic inflammation driving breast Cancer growth and
metastasis. J Mammary Gland Biol Neoplasia. 2015;20(3–4):109–19.

172. El Rayes T, Catena R, Lee S, Stawowczyk M, Joshi N, Fischbach C, et al. Lung
inflammation promotes metastasis through neutrophil protease-mediated
degradation of Tsp-1. Proc Natl Acad Sci [Internet]. 2015;112(52):16000–5.
Available from: http://www.pnas.org/lookup/doi/10.1073/pnas.1507294112.

173. Lee SJ, Kang WY, Yoon Y, Jin JY, Song HJ, Her JH, et al. Natural killer
(NK) cells inhibit systemic metastasis of glioblastoma cells and have
therapeutic effects against glioblastomas in the brain. BMC Cancer.
2015;15(1):1011.

174. Tong AA, Hashem H, Eid S, Allen F, Kingsley D, Huang AY. Adoptive natural
killer cell therapy is effective in reducing pulmonary metastasis of Ewing
sarcoma. Oncoimmunology. 2017;6(4):e1303586.

175. Paolino M, Choidas A, Wallner S, Pranjic B, Uribesalgo I, Loeser S, et al. The E3
ligase Cbl-b and TAM receptors regulate cancer metastasis via natural killer
cells. Nature. 2014;507(7493):508.

176. Sun L, Wu J, Du F, Chen X, Chen ZJ. Cyclic GMP-AMP synthase is a cytosolic
DNA sensor that activates the type I interferon pathway. Science (80- ).
2013;339(February):786–91.

177. Gao D, Wu J, Wu YT, Du F, Aroh C, Yan N, et al. Cyclic GMP-AMP synthase is an
innate immune sensor of HIV and other retroviruses. Science (80- ). 2013;
341(6148):903–6.

178. Taniguchi K, Karin M. NF-κB, inflammation, immunity and cancer: coming of
age. Nat Rev Immunol [Internet]. 2018;18(5):309–24. Available from: http://
www.nature.com/doifinder/10.1038/nri.2017.142.

179. Sun SC. Non-canonical NF-κB signaling pathway. Cell Res [Internet]. 2011;
21(1):71–85 Available from: https://doi.org/10.1038/cr.2010.177.

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 19 of 21

http://linkinghub.elsevier.com/retrieve/pii/S1110036211000604
http://linkinghub.elsevier.com/retrieve/pii/S1110036211000604
http://doi.wiley.com/10.1111/jop.12554
http://doi.wiley.com/10.1111/jop.12554
https://doi.org/10.1186/s13039-016-0297-x
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4496369&tool=pmcentrez&rendertype=abstract
http://www.pubmedcentral.nih.gov/articlerender.fcgi?artid=4496369&tool=pmcentrez&rendertype=abstract
https://doi.org/10.1053/j.gastro.2013.10.020
https://doi.org/10.1053/j.gastro.2013.10.020
http://www.nature.com/articles/s41598-017-11661-8
http://www.nature.com/articles/s41598-017-11661-8
https://doi.org/10.1038/nature13556
http://cancerdiscovery.aacrjournals.org/cgi/doi/10.1158/2159-8290.CD-14-1101
http://cancerdiscovery.aacrjournals.org/cgi/doi/10.1158/2159-8290.CD-14-1101
https://doi.org/10.1016/j.ccr.2010.12.021
http://www.pnas.org/lookup/doi/10.1073/pnas.1320611111
http://embomolmed.embopress.org/content/7/9/1104
http://embomolmed.embopress.org/content/7/9/1104
http://www.nejm.org/doi/10.1056/NEJMoa1616288
http://www.nejm.org/doi/10.1056/NEJMoa1616288
https://doi.org/10.1016/j.cell.2018.03.057
https://doi.org/10.1016/j.cell.2018.03.057
https://doi.org/10.1038/nature01322
http://www.pnas.org/lookup/doi/10.1073/pnas.1507294112
http://www.nature.com/doifinder/10.1038/nri.2017.142
http://www.nature.com/doifinder/10.1038/nri.2017.142
https://doi.org/10.1038/cr.2010.177


180. Greten FR, Eckmann L, Greten TF, Park JM, Li ZW, Egan LJ, et al. IKKβ links
inflammation and tumorigenesis in a mouse model of colitis-associated
cancer. Cell. 2004;118(3):285–96.

181. Pikarsky E, Porat RM, Stein I, Abramovitch R, Amit S, Kasem S, et al. NF-κB
functions as a tumour promoter in inflammation-associated cancer. Nature.
2004;431(7007):461–6.

182. Li J, Lau GK-K, Chen L, Dong S, Lan H-Y, Huang X-R, et al. Interleukin 17A
promotes hepatocellular carcinoma metastasis via NF-kB induced matrix
metalloproteinases 2 and 9 expression. PLoS One. 2011;6(7):e21816.

183. Huang S, Pettaway CA, Uehara H, Bucana CD, Fidler IJ. Blockade of NF-κB
activity in human prostate cancer cells is associated with suppression of
angiogenesis, invasion, and metastasis. Oncogene. 2001;20(31):4188.

184. Xia J, Chen L, Jian W, Wang K-B, Yang Y, He W, et al. MicroRNA-362 induces
cell proliferation and apoptosis resistance in gastric cancer by activation of
NF-kappaB signaling. J Transl Med. 2014;12:33.

185. Noort AR, van Zoest KPM, Weijers EM, Koolwijk P, Maracle CX, Novack DV, et
al. NF-κB-inducing kinase is a key regulator of inflammation-induced and
tumour-associated angiogenesis. J Pathol. 2014;234(3):375–85.

186. Yang P, Guo L, Duan ZJ, Tepper CG, Xue L, Chen X, et al. Histone
methyltransferase NSD2/MMSET mediates constitutive NF- B signaling for
cancer cell proliferation, survival, and tumor growth via a feed-forward loop.
Mol Cell Biol [Internet]. 2012;32(15):3121–31. Available from: http://mcb.asm.
org/cgi/doi/10.1128/MCB.00204-12.

187. Fabre C, Mimura N, Bobb K, Kong S-Y, Gorgun G, Cirstea D, et al. Dual
inhibition of canonical and non-canonical NF-κB pathways demonstrates
significant anti-tumor activities in multiple myeloma. Clin Cancer Res
[Internet]. 2012;18(17):4669–81. Available from: http://www.ncbi.nlm.nih.gov/
pmc/articles/PMC4456190/.

188. Ryan AE, Colleran A, O’Gorman A, O’Flynn L, Pindjacova J, Lohan P, et al.
Targeting colon cancer cell NF-κB promotes an anti-tumour M1-like
macrophage phenotype and inhibits peritoneal metastasis. Oncogene. 2015;
34(12):1563–74.

189. Cai X, Chiu YH, Chen ZJ. The cGAS-cGAMP-STING pathway of cytosolic DNA
sensing and signaling. Mol Cell [Internet]. 2014;54(2):289–96 Available from:
https://doi.org/10.1016/j.molcel.2014.03.040.

190. Hatch EM, Fischer AH, Deerinck TJ, Hetzer MW. Catastrophic nuclear
envelope collapse in Cancer cell micronuclei. Cell [Internet]. 2013;154(1):47–
60 Available from: https://doi.org/10.1016/j.cell.2013.06.007.

191. MacKenzie KJ, Carroll P, Martin CA, Murina O, Fluteau A, Simpson DJ, et al.
CGAS surveillance of micronuclei links genome instability to innate
immunity. Nature [Internet]. 2017;548(7668):461–5 Available from: https://
doi.org/10.1038/nature23449.

192. Ahn J, Gutman D, Saijo S, Barber GN. STING manifests self DNA-dependent
inflammatory disease. Proc Natl Acad Sci [Internet]. 2012;109(47):19386–91.
Available from: http://www.pnas.org/cgi/doi/10.1073/pnas.1215006109.

193. Ahn J, Xia T, Konno H, Konno K, Ruiz P, Barber GN. Inflammation-driven
carcinogenesis is mediated through STING. Nat Commun [Internet]. 2014;5:
1–9. Available from: https://doi.org/10.1038/ncomms6166

194. Ahn J, Konno H, Barber GN. Diverse roles of STING-dependent signaling on
the development of cancer. Oncogene. 2015;34(41):5302–8.

195. Xia T, Konno H, Ahn J, Barber GN. Deregulation of STING signaling in
colorectal carcinoma constrains DNA damage responses and correlates with
tumorigenesis. Cell Rep [Internet]. 2016;14(2):282–97 Available from: https://
doi.org/10.1016/j.celrep.2015.12.029.

196. Song S, Peng P, Tang Z, Zhao J, Wu W, Li H, et al. Decreased expression of
STING predicts poor prognosis in patients with gastric cancer. Sci Rep
[Internet]. 2017;7:1–13. Available from: https://doi.org/10.1038/srep39858

197. Bu Y, Liu F, Jia Q-A, Yu S-N. Decreased Expression of TMEM173 Predicts Poor
Prognosis in Patients with Hepatocellular Carcinoma. PLoS One [Internet].
2016;11(11):e0165681. Available from: http://dx.plos.org/10.1371/journal.
pone.0165681.

198. Woo SR, Fuertes MB, Corrales L, Spranger S, Furdyna MJ, Leung MYK, et al.
STING-dependent cytosolic DNA sensing mediates innate immune
recognition of immunogenic tumors. Immunity [Internet]. 2014;41(5):830–42
Available from: https://doi.org/10.1016/j.immuni.2014.10.017.

199. Corrales L, Glickman LH, McWhirter SM, Kanne DB, Sivick KE, Katibah GE, et al.
Direct activation of STING in the tumor microenvironment leads to potent and
systemic tumor regression and immunity. Cell Rep [Internet]. 2015;11(7):1018–
30 Available from: https://doi.org/10.1016/j.celrep.2015.04.031.

200. Demaria O, De Gassart A, Coso S, Gestermann N, Di Domizio J, Flatz L, et al.
STING activation of tumor endothelial cells initiates spontaneous and

therapeutic antitumor immunity. Proc Natl Acad Sci [Internet]. 2015;112(50):
15408–13. Available from: http://www.pnas.org/lookup/doi/10.1073/pnas.
1512832112.

201. Ohkuri T, Ghosh A, Kosaka A, Sarkar SN, Okada H. Protective role of STING
against gliomagenesis: Rational use of STING agonist in anti-glioma
immunotherapy. Oncoimmunology. 2015;4(4):e999523.

202. Fu J, Kanne DB, Leong M, Glickman LH, McWhirter SM, Lemmens E, et al.
STING agonist formulated cancer vaccines can cure established tumors
resistant to PD-1 blockade. Sci Transl Med. 2015;7(283):283ra52-283ra52.

203. Chen Q, Boire A, Jin X, Valiente M, Er EE, Lopez-Soto A, et al. Carcinoma-
astrocyte gap junctions promote brain metastasis by cGAMP transfer.
Nature. 2016;533(7604):493–8.

204. Larkin B, Ilyukha V, Sorokin M, Vannier E, Poltorak A. Cutting Edge: Activation
of STING in T Cells Induces Type I IFN Responses and Cell Death. J
Immunol. 2018;ji1601999.

205. Cerboni S, Jeremiah N, Gentili M, Gehrmann U, Conrad C, Stolzenberg MC,
et al. Intrinsic antiproliferative activity of the innate sensor STING in T
lymphocytes. J Exp Med. 2017;214(6):1769–86.

206. Bakhoum SF, Ngo B, Laughney AM, Cavallo J-A, Murphy CJ, Ly P, et al.
Chromosomal instability drives metastasis through a cytosolic DNA
response. Nature [Internet]. 2018;553(7689):467–72. Available from: https://
www.nature.com/articles/nature25432.

207. Hou Y, Liang H, Rao E, Arina A, Weichselbaum RR, Hou Y, et al. Non-
canonical NF- k B antagonizes STING sensor- mediated DNA sensing in
radiotherapy. Immunity. 2018;49(3):490–503.

208. Zhou W, Whiteley AT, Mann CCDO, Gray NS, Mekalanos JJ, Kranzusch PJ, et al.
Structure of the human cGAS – DNA complex reveals enhanced control of
immune surveillance article structure of the human cGAS – DNA complex
reveals enhanced control of immune surveillance. Cell. 2018;174(2):300–11.

209. Conlon J, Burdette DL, Sharma S, Bhat N, Thompson M, Jiang Z, et al.
Mouse, but not human STING, binds and signals in response to the vascular
disrupting agent 5, 6-dimethylxanthenone-4-acetic acid. J Immunol. 2013;
190(10):5216-5225.

210. Dunn GP, Old LJ, Schreiber RD, Louis S, Burnet FM, Thomas L. The
Immunobiology of Cancer Immunosurveillance and Immunoediting.
Immunity. 2004;21:137–48.

211. Malmberg K, Carlsten M, Björklund A, Sohlberg E. Natural killer cell-mediated
immunosurveillance of human cancer. Semin Immunol. 2017;31(September):20–9.

212. Chen DS, Mellman I. Oncology meets immunology : the Cancer-immunity
cycle. Immunity. 2013;39:1–10.

213. Vinay DS, Ryan EP, Pawelec G, Talib WH, Stagg J, Elkord E, et al. Immune
evasion in cancer : mechanistic basis and therapeutic strategies. Semin
Cancer Biol. 2015;35:S185–98.

214. Whiteside TL. The tumor microenvironment and its role in promoting
tumor growth. Oncogene. 2008;27(45):5904–12.

215. Wang D, Dubois RN. Immunosuppression associated with chronic
inflammation in the tumor microenvironment. Carcinogenesis. 2015;
36(10):1085–93.

216. Mohme M, Riethdorf S, Pantel K. Circulating and disseminated tumour
cells — mechanisms of immune surveillance and escape. Nat Publ Gr.
2016;14(3):155–67.

217. Wang B, Wang Q, Wang Z, Jiang J, Yu S, Ping Y, et al. Metastatic
consequences of immune escape from NK cell cytotoxicity by human
breast Cancer stem cells. Cancer Res. 2014;74(20):5746-5757.

218. Pailler E, Auger N, Lindsay CR, Vielh P, Islas-Morris-Hernandez A, Borget I, et
al. High level of chromosomal instability in circulating tumor cells of ROS1-
rearranged non-small-cell lung cancer. Ann Oncol. 2015 Jul;26(7):1408–15.

219. Jiménez-Sánchez A, Memon D, Pourpe S, Veeraraghavan H, Li Y, Vargas HA,
et al. Heterogeneous tumor-immune microenvironments among
differentially growing metastases in an ovarian cancer patient. Cell. 2017;
170(5):927–38.

220. Acebes-huerta A, Lorenzo-herrero S, Folgueras AR, Lopez-larrea C, López-
soto A, Lopez-larrea C, et al. Drug-induced hyperploidy stimulates an
antitumor NK cell response mediated by NKG2D and DNAM-1 receptors.
Oncoimmunology. 2016;5(2):1–15.

221. Senovilla L, Vitale I, Martins I, Tailler M, Pailleret C, Michaud M, et al. An
Immunosurveillance mechanism controls Cancer cell ploidy. Science (80- ).
2012;337(6102):1678–84.

222. Boilève A, Senovilla L, Vitale I, Lissa D, Martins I, Métivier D, et al.
Immunosurveillance against tetraploidization-induced colon tumorigenesis.
Cell Cycle. 2013;12(3):473–9.

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 20 of 21

http://mcb.asm.org/cgi/doi/10.1128/MCB.00204-12
http://mcb.asm.org/cgi/doi/10.1128/MCB.00204-12
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4456190/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4456190/
https://doi.org/10.1016/j.molcel.2014.03.040
https://doi.org/10.1016/j.cell.2013.06.007
https://doi.org/10.1038/nature23449
https://doi.org/10.1038/nature23449
http://www.pnas.org/cgi/doi/10.1073/pnas.1215006109
https://doi.org/10.1038/ncomms6166
https://doi.org/10.1016/j.celrep.2015.12.029
https://doi.org/10.1016/j.celrep.2015.12.029
https://doi.org/10.1038/srep39858
http://dx.plos.org/10.1371/journal.pone.0165681
http://dx.plos.org/10.1371/journal.pone.0165681
https://doi.org/10.1016/j.immuni.2014.10.017
https://doi.org/10.1016/j.celrep.2015.04.031
http://www.pnas.org/lookup/doi/10.1073/pnas.1512832112
http://www.pnas.org/lookup/doi/10.1073/pnas.1512832112
https://www.nature.com/articles/nature25432
https://www.nature.com/articles/nature25432


223. Milo I, Bedora-faure M, Garcia Z, Thibaut R, Périé L, Shakhar G, et al. The
immune system profoundly restricts intratumor genetic heterogeneity. Sci
Immunol. 2018;3(29):eaat1435.

224. Angelova M, Mlecnik B, Vasaturo A, Bedognetti D, Angelova M, Mlecnik B, et
al. Evolution of metastases in space and time under immune selection. Cell.
2018;175:751–65.

225. Davoli T, Uno H, Wooten EC, Elledge SJ. Tumor aneuploidy correlates with
markers of immune evasion and with reduced response to immunotherapy.
Science. 2017;355(6322):eaaf8399.

226. Morris LGT, Riaz N, Desrichard A, Şenbabaoğlu Y. Pan-cancer analysis of
intratumor heterogeneity as a prognostic determinant of survival.
Oncotarget. 2016;7(9):10051-63.

227. Richard C, Fumet J-D, Chevrier S, Derangère V, Ledys F, Lagrange A, et al.
Exome analysis reveals genomic markers associated with better efficacy of
Nivolumab in lung Cancer patients. Clin Cancer Res [Internet]. 2019;25(3):
957 LP-966 Available from: http://clincancerres.aacrjournals.org/content/25/
3/957.abstract.

228. Angelova M, Charoentong P, Hackl H, Fischer ML, Snajder R, Krogsdam AM,
et al. Characterization of the immunophenotypes and antigenomes of
colorectal cancers reveals distinct tumor escape mechanisms and novel
targets for immunotherapy. Genome Biol [Internet]. 2015;16(1):64 Available
from: https://doi.org/10.1186/s13059-015-0620-6.

229. Miao D, Margolis CA, Vokes NI, Liu D, Taylor-Weiner A, Wankowicz SM, et al.
Genomic correlates of response to immune checkpoint blockade in
microsatellite-stable solid tumors. Nat Genet [Internet]. 2018;50(9):1271–81.
Available from: https://doi.org/10.1038/s41588-018-0200-2

230. McGranahan N, Furness AJS, Rosenthal R, Ramskov S, Lyngaa R, Saini SK, et
al. Clonal neoantigens elicit T cell immunoreactivity and sensitivity to
immune checkpoint blockade. Science (80- ) [Internet]. 2016 25;351(6280):
1463 LP-1469. Available from: http://science.sciencemag.org/content/351/
6280/1463.abstract

231. Gejman RS, Chang AY, Jones HF, Dikun K, Hakimi AA, Schietinger A, et al. Rejection
of immunogenic tumor clones is limited by clonal fraction; 2018. p. 1–22.

232. Rosenthal R, Cadieux EL, Salgado R, Bakir M Al, Moore DA, Hiley CT, et al.
Neoantigen-directed immune escape in lung cancer evolution. Nature
[Internet]. 2019;567(7749):479–85. Available from: https://doi.org/10.1038/
s41586-019-1032-7

233. Charoentong P, Finotello F, Angelova M, Mayer C, Efremova M, Rieder D, et
al. Pan-cancer Immunogenomic analyses reveal genotype-
Immunophenotype relationships and predictors of response to checkpoint
blockade. Cell Rep [Internet]. 2017;18(1):248–62 Available from: https://doi.
org/10.1016/j.celrep.2016.12.019.

234. Goodman AM, Kato S, Bazhenova L, Patel SP, Frampton GM, Miller V, et al.
Tumor mutational burden as an independent predictor of response to
immunotherapy in diverse cancers. Mol Cancer Ther. 2017;16(11):2598–608.

235. Hellmann MD, Nathanson T, Rizvi H, Creelan BC, Sanchez-Vega F, Ahuja A,
et al. Genomic Features of Response to Combination Immunotherapy in
Patients with Advanced Non-Small-Cell Lung Cancer. Cancer Cell [Internet].
2018 May 14;33(5):843–852.e4. Available from: https://doi.org/10.1016/j.ccell.
2018.03.018

236. Hellmann MD, Callahan MK, Awad MM, Calvo E, Ascierto PA, Atmaca A, et
al. Tumor Mutational Burden and Efficacy of Nivolumab Monotherapy and
in Combination with Ipilimumab in Small-Cell Lung Cancer. Cancer Cell
[Internet]. 2018 May 14;33(5):853–861.e4. Available from: https://doi.org/10.
1016/j.ccell.2018.04.001

237. Taylor AM, Shih J, Ha G, Gao GF, Zhang X, Berger AC, et al. Genomic and
Functional Approaches to Understanding Cancer Aneuploidy. Cancer Cell
[Internet]. 2018 33(4):676–689.e3. Available from: https://doi.org/10.1016/j.
ccell.2018.03.007

238. Oltmann J, Heselmeyer-Haddad K, Hernandez LS, Meyer R, Torres I, Hu Y, et
al. Aneuploidy, TP53 mutation, and amplification of MYC correlate with
increased intratumor heterogeneity and poor prognosis of breast cancer
patients. Genes Chromosom Cancer. 2018;57(4):165–75.

239. George S, Miao D, Demetri GD, Adeegbe D, Rodig SJ, Shukla S, et al. Loss of
PTEN is associated with resistance to anti-PD-1 checkpoint blockade therapy
in metastatic uterine Leiomyosarcoma. Immunity [Internet]. 2017;46(2):197–
204 Available from: https://doi.org/10.1016/j.immuni.2017.02.001.

Tijhuis et al. Molecular Cytogenetics           (2019) 12:17 Page 21 of 21

http://clincancerres.aacrjournals.org/content/25/3/957.abstract
http://clincancerres.aacrjournals.org/content/25/3/957.abstract
https://doi.org/10.1186/s13059-015-0620-6
https://doi.org/10.1038/s41588-018-0200-2
http://science.sciencemag.org/content/351/6280/1463.abstract
http://science.sciencemag.org/content/351/6280/1463.abstract
https://doi.org/10.1038/s41586-019-1032-7
https://doi.org/10.1038/s41586-019-1032-7
https://doi.org/10.1016/j.celrep.2016.12.019
https://doi.org/10.1016/j.celrep.2016.12.019
https://doi.org/10.1016/j.ccell.2018.03.018
https://doi.org/10.1016/j.ccell.2018.03.018
https://doi.org/10.1016/j.ccell.2018.04.001
https://doi.org/10.1016/j.ccell.2018.04.001
https://doi.org/10.1016/j.ccell.2018.03.007
https://doi.org/10.1016/j.ccell.2018.03.007
https://doi.org/10.1016/j.immuni.2017.02.001

	Abstract
	Introduction
	Aneuploidy and chromosomal instability
	The consequences of aneuploidy and CIN in healthy cells and cancer
	The relationship between CIN/aneuploidy and genetic intratumour heterogeneity (ITH)/Cancer evolution
	Aneuploidy confers selective advantage under stress conditions
	CIN is an important player in cancer evolution

	CIN and metastasis
	CIN as a prognostic factor in metastatic cancer
	Aneuploidy and the occurrence of metastasis
	Clinical research on CIN, prognosis, and metastasis
	Ploidy differences between primary tumours and their metastasis
	Indirect associations between CIN and metastasis

	Potential mechanisms linking CIN to metastasis
	CIN, ITH and metastasis

	CIN and inflammation
	The cGAS-STING pathway linking CIN to inflammation
	The cGAS-STING pathway in adaptive tumour immunity and metastasis

	Antitumour immunity
	Antitumour immunity and metastasis
	CIN and ITH can be immunogenic
	CIN, ITH, and immune evasion
	Linking CIN, gene mutation, and immune involvement


	Discussion
	Acknowledgements
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	References

