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Introduction
With TCGA running in its seventh successive year, researchers 

across the globe have witnessed unprecedented success in expanding 
the knowledge of the cancer genome and the epigenome. Established as 
a large collaboration between the National Cancer Institute (NCI) and 
the National Human Genome Research Institute (NHGRI), The Cancer 
Genome Atlas, serves to help understand the molecular basis of cancer 
through the application of genome analysis technologies. Mutations 
have been identified in a diverse array of cellular processes such as cell 
signaling, DNA-methylation, chromatin modification, transcription 
factors, tumor-suppressors, splicing, apoptosis and cell cycle regulation. 
Discovered for its ability to hold newly replicated sister chromatids 
in physical proximity, a process known as sister chromatid cohesion 
(SCC), the cohesin complex plays a central role in the cell cycle. In 
the following sections, we discuss its role in chromosome segregation, 
organizing chromatin architecture, regulation of transcription and 
maintenance of genome stability; functions if misregulated, can 
promote tumorigenesis and cell death. 

Cohesin: Cohesion and chromosome segregation

Faithful segregation of chromosomes during mitosis and meiosis 
is mediated by the dynamic association and dissociation of the cohesin 
complex to and from the sister chromatids. The core cohesin complex 
(Figure 1A), conserved from yeast to humans (Table 1), consists of 
structural maintenance of chromosomes (SMC) proteins SMC1A and 
SMC3, RAD21 and STAG [1]. SMC proteins are characterized by a 
globular hinge domain flanked by two alpha-helical domains, which 
fold back on themselves at the hinge, forming a long antiparallel alpha-
helical coiled coil arm that brings the N- and C-termini together. 
SMC1A and SMC3 dimerize at the hinge domains, forming a V-shaped 
structure through hydrophobic interactions. The kleisin family protein 
RAD21 physically connects their ATPase heads, thus forming a 
tripartite ring-like structure (Figure 1A) with an outer diameter of ~40 
nm. The SCC3 subunit interacts with RAD21 and further stabilizes 
the cohesin ring. It is believed that the cohesin ring entraps replicated 
DNA helices inside one ring until their segregation thus the “embrace 
model”. Another model of cohesin topography has also been proposed, 
namely “handcuff” model. It is suggested that each of DNA helices 
is embraced with one cohesin ring and cohesion is mediated by an 
interaction between these two cohesin rings [1].

As shown in Figure 1B, cohesin is loaded in the G1/S phase in yeast 
and in telophase in mammals, by a complex consisting of NIPBL and 
MAU2 [2-6]. Refer to Table 2 for a list of homologs across species. In 
G1 phase of the cell cycle, antagonizing activities of WAPL and PDS5 

maintain a dynamic state of cohesin association and dissociation 
on chromosomes, with a turnover of approximately 25 mins [7]. 
Acetylation of Smc3 by ESCO1 and ESCO2, establishes stable cohesion 
between the newly replicated sister chromatids in the S-phase, followed 
by cohesion maintenance throughout the G2 phase [8-15]. Cohesin on 
the arms is removed during the metaphase to anaphase transition by 
phosphorylation of RAD21 and SA1/SA2 by PLK1 (Polo-like kinase 1), 
while centromeric cohesion is protected by SGO1/PP2A (Shugosin1/
Protein phosphatase 2A) [14,16-19]. Once chromosomes are bi-
oriented on mitotic spindles, Anaphase promoting complex/Cyclosome 
(APC/C) is activated and leads to ubiquitin mediated degradation 
of PTTG1 (Securin), releasing ESPL1 (Separase), which then cleaves 
RAD21, dissolving centromeric cohesion and thus separating the 
sisters [20-22]. A similar biphasic removal of cohesin occurs in meiosis, 
where RAD21 is replaced by REC8 [23]. Phosphorylation of Histone 
2A by Bub1 kinase and Aurora B kinase has also been implicated in 
the targeted recruitment of SGO1/PP2A, protecting centromeric and 
pericentromeric cohesion until meiosis II [24,25]. 

Cohesin and genome instability 

Over a hundred years ago, while studying chromosome and cell 
behaviour in sea urchin, German biologist Theodore Boveri suggested 
that cancer might be a manifestation of an underlying abnormal 
chromosome constitution [26]. Today, in the 21st century, genome 
instability is widely accepted as a hallmark of cancer cells [27]. The 
DNA sequence is continuously confronted by a variety of exogenous 
and endogenous stimuli that introduce single and double strand 
breaks. In vivo double strand breaks (DSBs) are common during 
replication and V(D)J recombination in B-lymphocytes and the cell has 
precociously evolved mechanisms to repair such DNA damage [28,29]. 
DNA damage repair is mediated via homologous recombination (HR) 
between sister chromatids in the S and G2 phases. On the contrary, 
non-homologous end joining (NHEJ), involving re-ligation of broken 
DNA, occurs throughout the cell cycle. 

The cohesin complex was identified to play a role in DNA damage 
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Abstract
Oncogene mutations, inactivation of tumor suppressor genes and chromosome instability are classic features of 

cancer. The sister chromatid cohesion complex, known as cohesin, is conserved among eukaryotes and is essential 
for efficient chromosome segregation. In this review, we focus on the key findings about cohesin biology and how 
cohesin misregulation can be deleterious. 
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response when Schizosaccharomyces pombe mutants for Rad21 
were found to be sensitive to γ-radiation and defective in DNA 
repair [30,31]. Studies in yeast and mammals have shown that sister 
chromatid cohesion (and not cohesin itself) is required for double 
stand break (DSB) repair [32]. Replication stress is followed an increase 
in SMC1A and SMC3 protein synthesis and de novo cohesion is 
established at the DSB site upon laser induced DNA damage in human 
cells, (Figure 2E), [33-35]. Moreover cohesin is required for intra-S and 
G2/M checkpoint activation in mammalian cells [36]. Additionally, 
cohesin subunit SMC1A is phosphorylated at Ser957 and Ser966 by 
the ATM/ATR kinases, in association with NBS1 and BRCA1 [37-39]. 
Interestingly, ionizing radiation (IR) also induces phosphorylation at 
Ser1083 and acetylation at Lys105 and Lys106 of SMC3, in an ATM/
ATR and ESCO1 dependent manner [40,41], reinforcing cohesion at 
DSB sites in human cells. In contrast to mammals, in budding yeast, 
cohesion establishment at DSB involves Scc1 Ser83 phosphorylation 
by DNA damage response kinase Chk1, and Lys84 and Lys210 

acetylation by Eco1 [42]. Also, SUMOlyation of Scc1 by SUMO E3 
ligase Nse2, is essential for cohesion at DSBs and genome wide [43]. 
Moreover, DNA damage during G2/M stabilizes Eco1 by preventing 
its phosphorylation and subsequent proteasome-mediated degradation 
[44]. Albeit different mechanisms operate in yeast and mammals, the 
ultimate goal is to reinforce cohesion, prevent mis pairing and aid in 
homologous recombination repair at DNA lesion sites.

A genome wide study of single nucleotide variants (SNVs) 
in leukemia, melanomas, small cell lung cancer and prostate 
cancer has identified positive correlation between SNV density 
and heterochromatin marks, suggesting a higher rate of mutation 
accumulation in repressive heterochromatin regions [45]. Cohesin 
modifications could possibly assist in recruitment of chromatin 
modifiers and nucleosome remodelers at DSB sites, thereby facilitating 
localized chromatin reorganization and increased accessibility for 
repair proteins. 

Cohesin and gene expression

The first evidence that cohesion factors regulate gene expression 
and development came from studies on the Drosophila cut and 
Ultrabithorax homeobox genes [3,46,47]. Heterozygous Nipped-B 
mutants showed reduced cut expression, while loss of Rad21, Smc1 
or SA resulted in increased cut expression. Mutations in NIPBL are 
the leading cause of Cornelia de Lange syndrome (CdLS), a neuro-
developmental disorder with upper extremity malformations, 
hirsutism and other dysfunctions affecting cardiac, renal and 
gastroesophageal systems [48,49]. Hundreds of genes are indeed 
dysregulated in cell lines derived from CdLS patients, without any 
significant cohesion defects [50]. Cohesin also binds and facilitates 
expression of the c-myc gene, a function conserved across Drosophila, 
zebrafish, mouse and humans [51]. An obvious explanation for gene 
expression changes upon cohesin mutations is impaired cohesion and 
chromosome segregation. However, homozygous mutations in the 
Smc1 and SA genes block ecdysone steroid hormone signaling, axon 
pruning and dendrite formation in γ neuron of the mushroom body in 
Drosophila [52,53]. Furthermore, genetic deletion of cohesin in non-
dividing mouse thymocytes, resulted in reduced transcription and 
rearrangements at the T cell receptor α locus (Tcra), thereby affecting 
thymocyte differentiation [54]. Clearly, the phenotype in non-dividing 
cells is independent of cohesin’s role in cell division. 

Using genome wide techniques, cohesin binding sites have been 
identified in Drosophila cell lines [55], Drosophila salivary glands [52], 
human lymphocytes [50], Hela cells [56], MCF-7 and HepG2 tumor cell 
lines [57], mouse pre-B cells, mouse embryonic stem cells (ESCs) [58], 

A: The ring shaped cohesin complex 

 

B: The cohesin cycle  

 

Figure 1: Cohesin and the cell cycle. (A). Cohesin is a ring-shaped 
complex. Cohesin is composed of four subunits. Smc1 and Smc3 fold back 
on themselves by anti-parallel coiled-coil interactions to yield molecules 
with a ‘hinge’ domain at one end and a globular ATPase ‘head’ at the other. 
Smc1 and Smc3 interact via the hinge domain, whereas the Smc heads are 
connected by the α-kleisin Scc1/Rad21. The fourth subunit is called Scc3/
SA (either SA1 or SA2 in vertebrate somatic cells) and interacts with the 
central region of Scc1/Rad21. (B). Regulation of cohesin during cell cycle. 
Cohesin loading is mediated by NIPBL. It occurs in G1 in yeast or at the 
end of telophase of the previous cell cycle in mammalian cells. Cohesion is 
established by ESCO1 and ESCO2 mediated acetylation during S phase and 
is maintained in G2 by PDS5A and PDS5B. Cohesin dissolution begins at 
chromosome arms in prophase at first via phosphorylation by Polo-like kinase 
1 and WAPL activity, whereas most pools of cohesin remain protected at 
centromeric regions by SGO1. Finally, cohesin is completely removed from 
chromatin by Separase mediated proteolysis.

Mammals D. melanogaster S. cerevisiae S. pombe Function 
SMC1A Smc1 Smc1 Psm1 core cohesin 

(mitosis)
SMC1B core cohesin 

(meiosis) 
SMC3 Smc3 Smc3 Psm3 core cohesin 
RAD21 Rad21/Vtd Mcd1/Scc1 Rad21 core cohesin 

(mitosis)
REC8 C(2)M Rec8 Rec8 core cohesin 

(meiosis) 
SA1/STAG1 SA (Stromalin) Scc3 Psc3 core cohesin 

(mitosis)
SA2/STAG2 SA2 (Stromalin-2) core cohesin 

(meiosis) 
SA3/STAG3   

Table 1: Subunits of the core cohesin complex.
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A: Sister chromatid cohesion  

 

B: Enhancer-Promoter looping  

 

C: Promoter-proximal Pol II pausing  

 

D:  Transcription termination  

 

E:  DNA damage repair  

 
Figure 2: Interphase functions of cohesin. In addition to maintaining sister chromatid cohesion in trans (A) cohesin also mediates cis interactions between distal 
enhancers and promoter regions in association with activators and transcription factors (B). Additionally, cohesin is enriched at genes with high promoter-proximal Pol 
II pausing (C) and is likely to regulate the transition from initiation to productive elongation, in a DSIF and NELF independent manner. Apart from regulating initiation, 
cohesin is also responsible for efficient transcription termination between convergent genes throughout the cell cycle (D). Furthermore, cohesin maintains genome 
integrity via facilitating homologous recombination repair between sister chromatids (E), upon any DNA damage. 

Table 2: Regulatory proteins involved in the cohesion cycle.

Mammals D. melanogaster S. cerevisiae S. pombe Function 
NIPBL/SCC2 Nipped-B Scc2 Mis4 Cohesin loading 
MAU2/SCC4 Mau2 Scc4 Ssl3 Cohesin loading 
ESCO1 Eco/Deco

Eco1/Ctf7 Eso1 Cohesion establishment 
ESCO2 San 
PDS5A

Pds5 Pds5 Pds5 Cohesion maintenance 
PDS5B/APRIN 
WAPL/WAPAL Wapl Rad61/Wpl1 Wpl1 Cohesion maintenance 
SORONIN/CDCA5 Dmt (Dalmatian) - - Cohesion maintenance 
HDAC8 - Hos1 - Cohesindacetylase 
Shugosin1 Sse1 Esp1  Protection of centromeric cohesion 
Separase Sse1 Esp1 Separase Cohesin removal 
Polo like Kinase 1 (PLK1) Polo Cdc5 Plk1 Cohesin removal 
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and mouse thymocytes [59]. In Drosophila and mammals, Nipped-B/
NIPBL and cohesin colocalize to actively transcribed genes, with peaks 
near the transcription start site [55]. Additionally, in mammals there is 
an 89% overlap between cohesin and CTCF (CCCTC-binding factor) 
binding sites but no overlap between CTCF and NIPBL occupancy [56]. 
In a CTCF independent manner, RAD21 also colocalizes with tissue 
specific transcription factors (TFs) such as estrogen receptor α in breast 
cancer cell lines, hepatic nuclear factors in liver cells, and pluripotency 
factors in stem cells [57,60]. In addition to TFs, cohesin co-purifies 
with the mediator complex, which itself is important for transcription 
[58]. It is plausible that cohesin is loaded at NIPBL sites and slides away 
(as observed in yeast [61,62]), accumulating at CTCF or transcription 
factor sites. Or cohesin might recruit TFs to gene promoters or the TFs 
recruit NIPBL, which subsequently loads cohesin. 

Cohesin and CTCF play a pivotal role in the structural and functional 
organization of the nucleus. Direct evidence from knockdown 
experiments implicates CTCF and cohesin in maintaining long-range 
interactions at the imprinted Igf2/H19 locus [63], Interferon gamma 
locus IFNG [64], β-globin locus [65], APO gene cluster [66], and MHC 
class II cluster [67]. In mouse embryonic stem cells, loss of cohesin 
and mediator subunits resulted in a decrease in enhancer-promoter 
contacts (Figure 2B), of key pluripotency genes and changes in gene 
expression [58]. However, ES cells are actively dividing and therefore 
the effects might be due to cohesin’s role in the cell cycle. A subset of 
CTCF/cohesin sites are also bound by transcription factor TAF3, where 
long range looping is imperative for endoderm lineage differentiation 
and prevention of premature differentiation of neuroectoderm and 
mesoderm in mouse ESCs [68]. Upon induction of differentiation, 
cohesin and NIPBL bind to the β-globin locus control region (LCR) 
and regulatory sites, facilitating long-range interactions, which are lost 
upon partial reduction of NIPBL [65]. How cohesin mechanistically 
mediates such long-range interactions remains unknown. However, 
the simplest explanation is that cohesin entraps regulatory elements in 
cis (Figure 2B), similarly as it holds sister chromatids together in trans 
(Figure 2A). 

Indisputably, cohesin exerts a direct influence on transcription. A 
recent PRO-Seq and ChIP-chip analysis in Drosophila shows a positive 
correlation between Rpb3 (Pol II subunit) and cohesin binding at 
actively transcribing genes [69]. Cohesin preferentially binds to genes 
with high promoter-proximal paused RNA Polymerase II (Pol II) 
and cohesin depletion results in increased pausing at cohesin binding 
genes, suggesting that cohesin might influence the transition from 
paused polymerase to elongation (Figure 2C). However, cohesin bound 
genes lack H3K36me3 modification (a mark of elongation) and pause 
release is independent of pausing factors DSIF and NELF [70]. Upon 
cohesin depletion, many of genes with paused polymerase decrease in 
expression and many increase in expression, indicating that the effect 
is context dependent.

Cohesin depletion reduces myc transcription and MYC has 
emerged as the universal regulator of transcriptional programs in 
mammalian cells [51,71]. Interestingly, genes with the highest cohesin 
levels produce nearly 2-fold more steady-state RNA than genes lacking 
cohesin [69]. Yeast two-hybrid and mass spectrometry experiments in 
Caenorhabditis elegans identified novel interactions between RAD21 
and RNA processing factors but their functional implication and species 
conservation has not been explored [72]. In fission yeast, cohesin 
promotes efficient transcription termination between convergent genes 
during the cell cycle [73]. During G1 phase, overlapping transcripts 
at convergent gene loci produce double strand RNA (Figure 2D), 

followed by RNA interference dependent transient heterochromatin 
formation (including histone H3 lysine 9 trimethylation marks and 
Swi6 association). Subsequently, Swi6 recruits cohesin either via 
a direct interaction or by first recruiting Mis4 (fission yeast cohesin 
loader), which then loads cohesin. In G2, cohesin is concentrated into 
the intergenic regions of the convergent genes, where it promotes gene-
proximal transcription termination. It would be exciting to investigate 
such a possibility between sense and antisense transcription units in 
mammals. 

Cohesin deregulation in cancer

A multitude of mutations, uncontrollable cell division and genome 
instability, are the hallmarks of cancer cells. Genome wide sequencing 
analysis has identified nearly 140 genes mutated in solid tumors 
(those derived from colon, breast, brain, or pancreas), squamous cell 
carcinoma, melanomas, leukemia and lung cancer [74]. About 95% of 
these non-synonymous mutations are single-base substitutions (such 
as C:G) resulting in splice site alterations, missense and nonsense 
changes; whereas the remainder is insertion-deletion polymorphism. 
Most tumors also display widespread copy number variations, as 
well as homozygous deletions, translocations, inversions and gene 
amplifications. Fundamental to its role in faithful chromosome 
segregation, cohesin deficient cells exhibit widespread chromosomal 
instability (CIN), impaired DNA damage repair and high sensitivity to 
ionizing radiations. 

Mutations in SMC1A, SMC3, STAG2, RAD21, NIPBL, STAG3 and 
SMC5 (plays a role in DNA damage repair, along with SMC6) have 
been identified in patients with acute adult de novo myeloid leukemia 
[75,76]. SMC1A has also been implicated in the pathogenesis of 
gliomas, where SMC1A expression is upregulated and reducing its 
levels suppresses glioma cell growth in vitro [77]. Several authors have 
documented aberrant expression of RAD21 in cancer. RAD21 was 
found to be overexpressed in undifferentiated cancers of the breast, lung, 
bladder, brain and ovaries [78]. Contrarily, RAD21 was downregulated 
in oral squamous cell carcinoma tumor samples and cell lines with 
high invasive and metastatic potential [79]. Interestingly, studies in 
zebrafish have revealed rad21 to be a regulator of runx1 [80]. RUNX1/
AML1 (runt-related transcription factor 1/ acute myeloid leukemia 
1) belongs to the family of RUNX transcription factors that regulate 
the transcription of genes involved in cell differentiation, growth and 
survival. RAD21 and RUNX mRNA levels were indeed deregulated and 
surprisingly co-dependent in endometrial cancers [81]. Glioblastoma 
cell lines, melanomas and Ewing’s sarcomas also display cohesion 
defects, lagging chromosomes and anaphase bridges (classic signs of 
aneuploidy) due to mutations in the X-linked STAG2 gene, which has 
been proposed to function as a “caretaker” tumor suppressor gene 
[82]. Somatic mutations in SMC1A, SMC3, SA3, and NIPBL have also 
been documented in colorectal cancers characterized by almost 100-
fold higher CIN than normal cells [83]. Conversely, downregulation of 
SMC1A, STAG3, STAG2 and RAD21 has been found in ovarian cancer, 
acute myeloid leukemia and in chronic myelomonocytic leukemia 
[79,84-87].

Additionally, several reports link cohesin regulatory/accessory 
proteins to tumorigenesis. Overexpression of WAPL and ESCO2 is 
associated with tumor progression in cervical cancer and melanomas, 
respectively [88,89]. Separase upregulation is sufficient to induce 
tumorigenesis in mammary epithelial cells in a p53 mutant background 
[90]. Pituitary tumor transforming gene (PTTG1) has been classified 
as a proto-oncogene, as PTTG1 abundance correlates with metastasis 
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in multiple tumors, while siRNA mediated inhibition of PTTG1 
suppresses growth of lung and ovarian cancer cells both in vitro and 
in vivo [91-94]. Interestingly, cohesin associated Pds5 paralog; APRIN 
(Pds5B) is also downregulated in a variety of cancers and loss of APRIN 
affects stem cell differentiation by disrupting Oct4, Nanog and SOX2 
patterns [84]. Certainly, the cohesin pathway seems to be a common 
target in a variety of cancer types and in the next section we discuss 
how cohesin misregulation can result into tumorigenesis.

Cohesin at the telomere: aging and cancer

Unlike yeast cohesin, vertebrate mitotic cohesin is composed of 
two different Scc3/SA proteins, namely SA1/STAG1 and SA2/STAG2. 
Emerging evidence suggests functional disparity between cohesin-
SA1 and cohesin-SA2. Remeseiro et al. demonstrate that cohesin-SA1 
null mice are embryonic lethal and SA1 knockout mice that survive 
to late stages of embryogenesis (E17.5-18.5) recapitulate pathological 
features observed in CdLS patients and Nipbl heterozygous mice 
[95]. Such phenotypic changes possibly arise due to misregulation of 
transcription factors such as c-myc, Pax2, MafB and altered expression 
of the protocadherin gene family, involved in central nervous system 
development [96]. Interestingly, cohesin-SA1 is essential for telomeric 
cohesion, while cohesin-SA2 is important for centromeric cohesion 
and both are required for cohesion on the arms [97]. 

Telomeres are DNA-protein structures at the ends of chromosomes, 
pivotal for the maintenance of genome integrity. Each cell division 
involves progressive shortening of telomeres because replication 
cannot proceed through the chromosome ends. In vertebrates, the 
telomeric DNA sequence is a track of six-nucleotide unit sequence 
TTAGGG, extending for thousand of bases at chromosome ends, which 
forms G-quadruplexes and T-loop structures protected by the shelterin 
protein complex [98]. Telomere dysfunction can elicit DNA damage 
response and telomere shortening can promote genome instability by 
gene fusions and breakage. Conversely, most mouse studies emphasize 
a tumor suppressive role for short telomeres, by triggering senescence 
and aging [98]. Cancer cells rely on telomere lengthening mechanisms 
in order to gain uncontrolled cellular proliferation. Most human 
tumors have upregulation of telomerase (enzyme dedicated to telomere 
replication) and 10-20% human tumors also activate alternative 
pathways for telomere lengthening (ALT) [99]. Interestingly, ALT is 
mediated via homology-directed repair (HDR) and sister-telomere 
proximity is undoubtedly crucial for this process. ChIP-Seq analysis 
shows that most human subtelomeres contain a CTCF- and cohesin-
binding site within 1-2kb of the TTAGGG repeat [100]. Additionally, 
loss of CTCF or cohesin results in telomere-induced DNA damage 
foci (TIF) formation and destabilizes telomere repeat binding factor 
1 (TRF1) and TRF2 binding to the subtelomere DNA. In association 
with repressor/activator protein 1 (RAP1), TRF1-interacting nuclear 
protein 2 (TIN2), TIN2-interacting protein 1 (TPP1) and protection of 
telomeres 1 (POT1), TRF1 and TRF2 constitute the shelterin complex 
[101]. Cohesin-SA1 maintains telomere sister chromatid cohesion 
by interacting with TIN2 [97]. Telomere dysfunction, mutations in 
cohesin and tumor suppressor genes, and activation of oncogenes, can 
collectively contribute to chromosome instabilities, genetic chaos and 
immortal growth. 

Concluding Remarks
To summarize, the cohesin complex and associated proteins are 

fundamental to the establishment and maintenance of a hale and 
hearty biological system. Apart from chromosome segregation, we 
are beginning to understand the plethora of regulatory functions 

executed by cohesin. Further work will be necessary to understand 
the mechanisms underlying cohesinopathies and gain insights into a 
potential therapeutic role of cohesin in cohesinopathies and cancer. 

References
1. Haering CH, Löwe J, Hochwagen A, Nasmyth K (2002) Molecular architecture 

of SMC proteins and the yeast cohesin complex. Mol Cell 9: 773-788.

2. Ciosk R, Shirayama M, Shevchenko A, Tanaka T, Toth A, et al. (2000) 
Cohesin’s binding to chromosomes depends on a separate complex consisting 
of Scc2 and Scc4 proteins. Mol Cell 5: 243-254.

3. Rollins RA, Korom M, Aulner N, Martens A, Dorsett D (2004) Drosophila 
nipped-B protein supports sister chromatid cohesion and opposes the stromalin/
Scc3 cohesion factor to facilitate long-range activation of the cut gene. Mol Cell 
Biol 24: 3100-3111.

4. Seitan VC, Banks P, Laval S, Majid NA, Dorsett D, et al. (2006) Metazoan Scc4 
homologs link sister chromatid cohesion to cell and axon migration guidance. 
PLoS Biol 4: e242.

5. Watrin E, Schleiffer A, Tanaka K, Eisenhaber F, Nasmyth K, et al. (2006) 
Human Scc4 is required for cohesin binding to chromatin, sister-chromatid 
cohesion, and mitotic progression. Curr Biol 16: 863-874.

6. Bernard P, Drogat J, Maure JF, Dheur S, Vaur S, et al. (2006) A screen for 
cohesion mutants uncovers Ssl3, the fission yeast counterpart of the cohesin 
loading factor Scc4. Curr Biol 16: 875-881.

7. Gerlich D, Koch B, Dupeux F, Peters JM, Ellenberg J (2006) Live-cell imaging 
reveals a stable cohesin-chromatin interaction after but not before DNA 
replication. Curr Biol 16: 1571-1578.

8. Rowland BD, Roig MB, Nishino T, Kurze A, Uluocak P, et al. (2009) Building 
sister chromatid cohesion: smc3 acetylation counteracts an antiestablishment 
activity. Mol Cell 33: 763-774.

9. Unal E, Heidinger-Pauli JM, Kim W, Guacci V, Onn I, et al. (2008) A molecular 
determinant for the establishment of sister chromatid cohesion. Science 321: 
566-569.

10. Rolef Ben-Shahar T, Heeger S, Lehane C, East P, Flynn H, et al. (2008) 
Eco1-dependent cohesin acetylation during establishment of sister chromatid 
cohesion. Science 321: 563-566.

11. Zhang J, Shi X, Li Y, Kim BJ, Jia J, et al. (2008) Acetylation of Smc3 by Eco1 is 
required for S phase sister chromatid cohesion in both human and yeast. Mol 
Cell 31: 143-151.

12. Nishiyama T, Ladurner R, Schmitz J, Kreidl E, Schleiffer A, et al. (2010) Sororin 
mediates sister chromatid cohesion by antagonizing Wapl. Cell 143: 737-749.

13. Panizza S, Tanaka T, Hochwagen A, Eisenhaber F, Nasmyth K (2000) Pds5 
cooperates with cohesin in maintaining sister chromatid cohesion. Curr Biol 
10: 1557-1564.

14. Sumara I, Vorlaufer E, Gieffers C, Peters BH, Peters JM (2000) Characterization 
of vertebrate cohesin complexes and their regulation in prophase. J Cell Biol 
151: 749-762.

15. Losada A, Yokochi T, Hirano T (2005) Functional contribution of Pds5 to 
cohesin-mediated cohesion in human cells and Xenopus egg extracts. J Cell 
Sci 118: 2133-2141. 

16. Kitajima TS, Sakuno T, Ishiguro K, Iemura S, Natsume T, et al (2006) 
Shugoshin collaborates with protein phosphatase 2A to protect cohesin. Nature 
441: 46-52. 

17. Riedel CG, Katis VL, Katou Y, Mori S, Itoh T, et al. (2006) Protein phosphatase 
2A protects centromeric sister chromatid cohesion during meiosis I. Nature 
441: 53-61.

18. Kitajima TS, Kawashima SA, Watanabe Y (2004) The conserved kinetochore 
protein shugoshin protects centromeric cohesion during meiosis. Nature 427: 
510-517.

19. McGuinness BE, Hirota T, Kudo NR, Peters JM, Nasmyth K (2005) Shugoshin 
prevents dissociation of cohesin from centromeres during mitosis in vertebrate 
cells. PLoS Biol 3: e86.

20. Hauf S, Waizenegger IC, Peters JM (2001) Cohesin cleavage by separase 
required for anaphase and cytokinesis in human cells. Science 293: 1320-1323.

21. Uhlmann F, Lottspeich F, Nasmyth K (1999) Sister-chromatid separation at 
anaphase onset is promoted by cleavage of the cohesin subunit Scc1. Nature 

http://www.ncbi.nlm.nih.gov/pubmed/11983169
http://www.ncbi.nlm.nih.gov/pubmed/11983169
http://www.ncbi.nlm.nih.gov/pubmed/10882066
http://www.ncbi.nlm.nih.gov/pubmed/10882066
http://www.ncbi.nlm.nih.gov/pubmed/10882066
http://www.ncbi.nlm.nih.gov/pubmed/15060134
http://www.ncbi.nlm.nih.gov/pubmed/15060134
http://www.ncbi.nlm.nih.gov/pubmed/15060134
http://www.ncbi.nlm.nih.gov/pubmed/15060134
http://www.ncbi.nlm.nih.gov/pubmed/16802858
http://www.ncbi.nlm.nih.gov/pubmed/16802858
http://www.ncbi.nlm.nih.gov/pubmed/16802858
http://www.ncbi.nlm.nih.gov/pubmed/16682347
http://www.ncbi.nlm.nih.gov/pubmed/16682347
http://www.ncbi.nlm.nih.gov/pubmed/16682347
http://www.ncbi.nlm.nih.gov/pubmed/16682348
http://www.ncbi.nlm.nih.gov/pubmed/16682348
http://www.ncbi.nlm.nih.gov/pubmed/16682348
http://www.ncbi.nlm.nih.gov/pubmed/16890534
http://www.ncbi.nlm.nih.gov/pubmed/16890534
http://www.ncbi.nlm.nih.gov/pubmed/16890534
http://www.ncbi.nlm.nih.gov/pubmed/19328069
http://www.ncbi.nlm.nih.gov/pubmed/19328069
http://www.ncbi.nlm.nih.gov/pubmed/19328069
http://www.ncbi.nlm.nih.gov/pubmed/18653894
http://www.ncbi.nlm.nih.gov/pubmed/18653894
http://www.ncbi.nlm.nih.gov/pubmed/18653894
http://www.ncbi.nlm.nih.gov/pubmed/18653893
http://www.ncbi.nlm.nih.gov/pubmed/18653893
http://www.ncbi.nlm.nih.gov/pubmed/18653893
http://www.ncbi.nlm.nih.gov/pubmed/18614053
http://www.ncbi.nlm.nih.gov/pubmed/18614053
http://www.ncbi.nlm.nih.gov/pubmed/18614053
http://www.ncbi.nlm.nih.gov/pubmed/21111234
http://www.ncbi.nlm.nih.gov/pubmed/21111234
http://www.ncbi.nlm.nih.gov/pubmed/11137006
http://www.ncbi.nlm.nih.gov/pubmed/11137006
http://www.ncbi.nlm.nih.gov/pubmed/11137006
http://www.ncbi.nlm.nih.gov/pubmed/11076961
http://www.ncbi.nlm.nih.gov/pubmed/11076961
http://www.ncbi.nlm.nih.gov/pubmed/11076961
http://www.ncbi.nlm.nih.gov/pubmed/15855230
http://www.ncbi.nlm.nih.gov/pubmed/15855230
http://www.ncbi.nlm.nih.gov/pubmed/15855230
http://www.ncbi.nlm.nih.gov/pubmed/16541025
http://www.ncbi.nlm.nih.gov/pubmed/16541025
http://www.ncbi.nlm.nih.gov/pubmed/16541025
http://www.ncbi.nlm.nih.gov/pubmed/16541024
http://www.ncbi.nlm.nih.gov/pubmed/16541024
http://www.ncbi.nlm.nih.gov/pubmed/16541024
http://www.ncbi.nlm.nih.gov/pubmed/14730319
http://www.ncbi.nlm.nih.gov/pubmed/14730319
http://www.ncbi.nlm.nih.gov/pubmed/14730319
http://www.ncbi.nlm.nih.gov/pubmed/15737064
http://www.ncbi.nlm.nih.gov/pubmed/15737064
http://www.ncbi.nlm.nih.gov/pubmed/15737064
http://www.ncbi.nlm.nih.gov/pubmed/11509732
http://www.ncbi.nlm.nih.gov/pubmed/11509732
http://www.ncbi.nlm.nih.gov/pubmed/10403247
http://www.ncbi.nlm.nih.gov/pubmed/10403247


Citation: Bhardwaj S, Gullerova M (2013) Cohesin: It’s Functions and Relevance to Cancer. J Genet Syndr Gene Ther 4: 148. doi:10.4172/2157-
7412.1000148

Page 6 of 7

Volume 4 • Issue 5 • 1000148
J Genet Syndr Gene Ther
ISSN: 2157-7412 JGSGT, an open access journal 

Cancer Genetics

400: 37-42.

22. Ciosk R, Zachariae W, Michaelis C, Shevchenko A, Mann M, et al. (1998) 
An ESP1/PDS1 complex regulates loss of sister chromatid cohesion at the 
metaphase to anaphase transition in yeast. Cell 93: 1067-1076.

23. Watanabe Y, Nurse P (1999) Cohesin Rec8 is required for reductional 
chromosome segregation at meiosis. Nature 400: 461-464.

24. Kitajima TS, Hauf S, Ohsugi M, Yamamoto T, Watanabe Y (2005) Human Bub1 
defines the persistent cohesion site along the mitotic chromosome by affecting 
Shugoshin localization. Curr Biol 15: 353-359.

25. Pouwels J, Kukkonen AM, Lan W, Daum JR, Gorbsky GJ, et al. (2007) 
Shugoshin 1 plays a central role in kinetochore assembly and is required for 
kinetochore targeting of Plk1. Cell Cycle 6: 1579-1585.

26. Boveri T (2008) Concerning the origin of malignant tumours by Theodor Boveri. 
Translated and annotated by Henry Harris. J Cell Sci 121: 1-84. 

27. Negrini S, Gorgoulis VG, Halazonetis TD (2010) Genomic instability--an 
evolving hallmark of cancer. Nat Rev Mol Cell Biol 11: 220-228.

28. Alt FW, Zhang Y, Meng FL, Guo C, Schwer B (2013) Mechanisms of 
programmed DNA lesions and genomic instability in the immune system. Cell 
152: 417-429.

29. Papamichos-Chronakis M, Peterson CL (2013) Chromatin and the genome 
integrity network. Nat Rev Genet 14: 62-75.

30. Phipps J, Nasim A, Miller DR (1985) Recovery, repair, and mutagenesis in 
Schizosaccharomyces pombe. Adv Genet 23: 1-72.

31. Birkenbihl RP, Subramani S (1992) Cloning and characterization of rad21 
an essential gene of Schizosaccharomyces pombe involved in DNA double-
strand-break repair. Nucleic Acids Res 20: 6605-6611.

32. Sjögren C, Nasmyth K (2001) Sister chromatid cohesion is required for 
postreplicative double-strand break repair in Saccharomyces cerevisiae. Curr 
Biol 11: 991-995.

33. Musio A, Montagna C, Mariani T, Tilenni M, Focarelli ML, et al. (2005) SMC1 
involvement in fragile site expression. Hum Mol Genet 14: 525-533.

34. Kim JS, Krasieva TB, LaMorte V, Taylor AM, Yokomori K (2002) Specific 
recruitment of human cohesin to laser-induced DNA damage. J Biol Chem 277: 
45149-45153.

35. Potts PR, Porteus MH, Yu H (2006) Human SMC5/6 complex promotes sister 
chromatid homologous recombination by recruiting the SMC1/3 cohesin 
complex to double-strand breaks. EMBO J 25: 3377-3388.

36. Watrin E, Peters JM (2009) The cohesin complex is required for the DNA 
damage-induced G2/M checkpoint in mammalian cells. EMBO J 28: 2625-
2635.

37. Kim ST, Xu B, Kastan MB (2002) Involvement of the cohesin protein, Smc1, 
in Atm-dependent and independent responses to DNA damage. Genes Dev 
16: 560-570.

38. Kitagawa R, Bakkenist CJ, McKinnon PJ, Kastan MB (2004) Phosphorylation 
of SMC1 is a critical downstream event in the ATM-NBS1-BRCA1 pathway. 
Genes Dev 18: 1423-1438.

39. Yazdi PT, Wang Y, Zhao S, Patel N, Lee EY, et al. (2002) SMC1 is a downstream 
effector in the ATM/NBS1 branch of the human S-phase checkpoint. Genes 
Dev 16: 571-582.

40. Kim BJ, Li Y, Zhang J, Xi Y, Li Y, et al. (2010) Genome-wide reinforcement of 
cohesin binding at pre-existing cohesin sites in response to ionizing radiation in 
human cells. J Biol Chem 285: 22784-22792.

41. Luo H, Li Y, Mu JJ, Zhang J, Tonaka T, et al. (2008) Regulation of intra-S 
phase checkpoint by ionizing radiation (IR)-dependent and IR-independent 
phosphorylation of SMC3. J Biol Chem 283: 19176-19183.

42. Heidinger-Pauli JM, Unal E, Guacci V, Koshland D (2008) The kleisin subunit of 
cohesin dictates damage-induced cohesion. Mol Cell 31: 47-56.

43. McAleenan A, Cordon-Preciado V, Clemente-Blanco A, Liu IC, Sen N, et al. 
(2012) SUMOylation of the Î±-kleisin subunit of cohesin is required for DNA 
damage-induced cohesion. Curr Biol 22: 1564-1575.

44. Lyons NA, Morgan DO (2011) Cdk1-dependent destruction of Eco1 prevents 

cohesion establishment after S phase. Mol Cell 42: 378-389.

45. Schuster-Böckler B, Lehner B (2012) Chromatin organization is a major 
influence on regional mutation rates in human cancer cells. Nature 488: 504-
507.

46. Dorsett D, Eissenberg JC, Misulovin Z, Martens A, Redding B, et al. (2005) 
Effects of sister chromatid cohesion proteins on cut gene expression during 
wing development in Drosophila. Development 132: 4743-4753. 

47. Rollins RA, Morcillo P, Dorsett D (1999) Nipped-B, a Drosophila homologue of 
chromosomal adherins, participates in activation by remote enhancers in the 
cut and Ultrabithorax genes. Genetics 152: 577-593.

48. Muto A, Calof AL, Lander AD, Schilling TF (2011) Multifactorial origins of heart 
and gut defects in nipbl-deficient zebrafish, a model of Cornelia de Lange 
Syndrome. PLoS Biol 9: e1001181.

49. Krantz ID, McCallum J, DeScipio C, Kaur M, Gillis LA, et al. (2004) Cornelia 
de Lange syndrome is caused by mutations in NIPBL, the human homolog of 
Drosophila melanogaster Nipped-B. Nat Genet 36: 631-635.

50. Liu J, Zhang Z, Bando M, Itoh T, Deardorff MA, et al. (2009) Transcriptional 
dysregulation in NIPBL and cohesin mutant human cells. PLoS Biol 7: 
e1000119.

51. Rhodes JM, Bentley FK, Print CG, Dorsett D, Misulovin Z, et al. (2010) Positive 
regulation of c-Myc by cohesin is direct, and evolutionarily conserved. Dev Biol 
344: 637-649.

52. Pauli A, van Bemmel JG, Oliveira RA, Itoh T, Shirahige K, et al. (2010) A 
direct role for cohesin in gene regulation and ecdysone response in Drosophila 
salivary glands. Curr Biol 20: 1787-1798.

53. Schuldiner O, Berdnik D, Levy JM, Wu JS, Luginbuhl D, et al. (2008) piggyBac-
based mosaic screen identifies a postmitotic function for cohesin in regulating 
developmental axon pruning. Dev Cell 14: 227-238.

54. Seitan VC, Hao B, Tachibana-Konwalski K, Lavagnolli T, Mira-Bontenbal H, et 
al. (2011) A role for cohesin in T-cell-receptor rearrangement and thymocyte 
differentiation. Nature 476: 467-471.

55. Misulovin Z, Schwartz YB, Li XY, Kahn TG, Gause M, et al. (2008) Association 
of cohesin and Nipped-B with transcriptionally active regions of the Drosophila 
melanogaster genome. Chromosoma 117: 89-102.

56. Wendt KS, Yoshida K, Itoh T, Bando M, Koch B, et al. (2008) Cohesin mediates 
transcriptional insulation by CCCTC-binding factor. Nature 451: 796-801.

57. Schmidt D, Schwalie PC, Ross-Innes CS, Hurtado A, Brown GD, et al. (2010) 
A CTCF-independent role for cohesin in tissue-specific transcription. Genome 
Res 20: 578-588.

58. Kagey MH, Newman JJ, Bilodeau S, Zhan Y, Orlando DA, et al. (2010) 
Mediator and cohesin connect gene expression and chromatin architecture. 
Nature 467: 430-435.

59. Parelho V, Hadjur S, Spivakov M, Leleu M, Sauer S, et al. (2008) Cohesins 
functionally associate with CTCF on mammalian chromosome arms. Cell 132: 
422-433.

60. Nitzsche A, Paszkowski-Rogacz M, Matarese F, Janssen-Megens EM, Hubner 
NC, et al. (2011) RAD21 cooperates with pluripotency transcription factors in 
the maintenance of embryonic stem cell identity. PLoS One 6: e19470.

61. Schmidt CK, Brookes N, Uhlmann F (2009) Conserved features of cohesin 
binding along fission yeast chromosomes. Genome Biol 10: R52.

62. Lengronne A, Katou Y, Mori S, Yokobayashi S, Kelly GP, et al. (2004) 
Cohesin relocation from sites of chromosomal loading to places of convergent 
transcription. Nature 430: 573-578.

63. Nativio R, Wendt KS, Ito Y, Huddleston JE, Uribe-Lewis S, et al. (2009) Cohesin 
is required for higher-order chromatin conformation at the imprinted IGF2-H19 
locus. PLoS Genet 5: e1000739.

64. Hadjur S, Williams LM, Ryan NK, Cobb BS, Sexton T, et al. (2009) Cohesins 
form chromosomal cis-interactions at the developmentally regulated IFNG 
locus. Nature 460: 410-413.

65. Chien R, Zeng W, Kawauchi S, Bender MA, Santos R, et al. (2011) Cohesin 
mediates chromatin interactions that regulate mammalian Î²-globin expression. 
J Biol Chem 286: 17870-17878.

http://www.ncbi.nlm.nih.gov/pubmed/10403247
http://www.ncbi.nlm.nih.gov/pubmed/9635435
http://www.ncbi.nlm.nih.gov/pubmed/9635435
http://www.ncbi.nlm.nih.gov/pubmed/9635435
http://www.ncbi.nlm.nih.gov/pubmed/10440376
http://www.ncbi.nlm.nih.gov/pubmed/10440376
http://www.ncbi.nlm.nih.gov/pubmed/15723797
http://www.ncbi.nlm.nih.gov/pubmed/15723797
http://www.ncbi.nlm.nih.gov/pubmed/15723797
http://www.ncbi.nlm.nih.gov/pubmed/17617734
http://www.ncbi.nlm.nih.gov/pubmed/17617734
http://www.ncbi.nlm.nih.gov/pubmed/17617734
http://jcs.biologists.org/content/121/Supplement_1/1.full
http://jcs.biologists.org/content/121/Supplement_1/1.full
http://www.ncbi.nlm.nih.gov/pubmed/20177397
http://www.ncbi.nlm.nih.gov/pubmed/20177397
http://www.ncbi.nlm.nih.gov/pubmed/23374339
http://www.ncbi.nlm.nih.gov/pubmed/23374339
http://www.ncbi.nlm.nih.gov/pubmed/23374339
http://www.ncbi.nlm.nih.gov/pubmed/23247436
http://www.ncbi.nlm.nih.gov/pubmed/23247436
http://www.ncbi.nlm.nih.gov/pubmed/3887858
http://www.ncbi.nlm.nih.gov/pubmed/3887858
http://www.ncbi.nlm.nih.gov/pubmed/1480481
http://www.ncbi.nlm.nih.gov/pubmed/1480481
http://www.ncbi.nlm.nih.gov/pubmed/1480481
http://www.ncbi.nlm.nih.gov/pubmed/11448778
http://www.ncbi.nlm.nih.gov/pubmed/11448778
http://www.ncbi.nlm.nih.gov/pubmed/11448778
http://www.ncbi.nlm.nih.gov/pubmed/15640246
http://www.ncbi.nlm.nih.gov/pubmed/15640246
http://www.ncbi.nlm.nih.gov/pubmed/12228239
http://www.ncbi.nlm.nih.gov/pubmed/12228239
http://www.ncbi.nlm.nih.gov/pubmed/12228239
http://www.ncbi.nlm.nih.gov/pubmed/16810316
http://www.ncbi.nlm.nih.gov/pubmed/16810316
http://www.ncbi.nlm.nih.gov/pubmed/16810316
http://www.ncbi.nlm.nih.gov/pubmed/19629043
http://www.ncbi.nlm.nih.gov/pubmed/19629043
http://www.ncbi.nlm.nih.gov/pubmed/19629043
http://www.ncbi.nlm.nih.gov/pubmed/11877376
http://www.ncbi.nlm.nih.gov/pubmed/11877376
http://www.ncbi.nlm.nih.gov/pubmed/11877376
http://www.ncbi.nlm.nih.gov/pubmed/15175241
http://www.ncbi.nlm.nih.gov/pubmed/15175241
http://www.ncbi.nlm.nih.gov/pubmed/15175241
http://www.ncbi.nlm.nih.gov/pubmed/11877377
http://www.ncbi.nlm.nih.gov/pubmed/11877377
http://www.ncbi.nlm.nih.gov/pubmed/11877377
http://www.ncbi.nlm.nih.gov/pubmed/20501661
http://www.ncbi.nlm.nih.gov/pubmed/20501661
http://www.ncbi.nlm.nih.gov/pubmed/20501661
http://www.ncbi.nlm.nih.gov/pubmed/18442975
http://www.ncbi.nlm.nih.gov/pubmed/18442975
http://www.ncbi.nlm.nih.gov/pubmed/18442975
http://www.ncbi.nlm.nih.gov/pubmed/18614046
http://www.ncbi.nlm.nih.gov/pubmed/18614046
http://www.ncbi.nlm.nih.gov/pubmed/22771042
http://www.ncbi.nlm.nih.gov/pubmed/22771042
http://www.ncbi.nlm.nih.gov/pubmed/22771042
http://www.ncbi.nlm.nih.gov/pubmed/21549314
http://www.ncbi.nlm.nih.gov/pubmed/21549314
http://www.ncbi.nlm.nih.gov/pubmed/22820252
http://www.ncbi.nlm.nih.gov/pubmed/22820252
http://www.ncbi.nlm.nih.gov/pubmed/22820252
http://www.ncbi.nlm.nih.gov/pubmed/16207752
http://www.ncbi.nlm.nih.gov/pubmed/16207752
http://www.ncbi.nlm.nih.gov/pubmed/16207752
http://www.ncbi.nlm.nih.gov/pubmed/10353901
http://www.ncbi.nlm.nih.gov/pubmed/10353901
http://www.ncbi.nlm.nih.gov/pubmed/10353901
http://www.ncbi.nlm.nih.gov/pubmed/22039349
http://www.ncbi.nlm.nih.gov/pubmed/22039349
http://www.ncbi.nlm.nih.gov/pubmed/22039349
http://www.ncbi.nlm.nih.gov/pubmed/15146186
http://www.ncbi.nlm.nih.gov/pubmed/15146186
http://www.ncbi.nlm.nih.gov/pubmed/15146186
http://www.ncbi.nlm.nih.gov/pubmed/19468298
http://www.ncbi.nlm.nih.gov/pubmed/19468298
http://www.ncbi.nlm.nih.gov/pubmed/19468298
http://www.ncbi.nlm.nih.gov/pubmed/20553708
http://www.ncbi.nlm.nih.gov/pubmed/20553708
http://www.ncbi.nlm.nih.gov/pubmed/20553708
http://www.ncbi.nlm.nih.gov/pubmed/20933422
http://www.ncbi.nlm.nih.gov/pubmed/20933422
http://www.ncbi.nlm.nih.gov/pubmed/20933422
http://www.ncbi.nlm.nih.gov/pubmed/18267091
http://www.ncbi.nlm.nih.gov/pubmed/18267091
http://www.ncbi.nlm.nih.gov/pubmed/18267091
http://www.ncbi.nlm.nih.gov/pubmed/21832993
http://www.ncbi.nlm.nih.gov/pubmed/21832993
http://www.ncbi.nlm.nih.gov/pubmed/21832993
http://www.ncbi.nlm.nih.gov/pubmed/17965872
http://www.ncbi.nlm.nih.gov/pubmed/17965872
http://www.ncbi.nlm.nih.gov/pubmed/17965872
http://www.ncbi.nlm.nih.gov/pubmed/18235444
http://www.ncbi.nlm.nih.gov/pubmed/18235444
http://www.ncbi.nlm.nih.gov/pubmed/20219941
http://www.ncbi.nlm.nih.gov/pubmed/20219941
http://www.ncbi.nlm.nih.gov/pubmed/20219941
http://www.ncbi.nlm.nih.gov/pubmed/20720539
http://www.ncbi.nlm.nih.gov/pubmed/20720539
http://www.ncbi.nlm.nih.gov/pubmed/20720539
http://www.ncbi.nlm.nih.gov/pubmed/18237772
http://www.ncbi.nlm.nih.gov/pubmed/18237772
http://www.ncbi.nlm.nih.gov/pubmed/18237772
http://www.ncbi.nlm.nih.gov/pubmed/21589869
http://www.ncbi.nlm.nih.gov/pubmed/21589869
http://www.ncbi.nlm.nih.gov/pubmed/21589869
http://www.ncbi.nlm.nih.gov/pubmed/19454013
http://www.ncbi.nlm.nih.gov/pubmed/19454013
http://www.ncbi.nlm.nih.gov/pubmed/15229615
http://www.ncbi.nlm.nih.gov/pubmed/15229615
http://www.ncbi.nlm.nih.gov/pubmed/15229615
http://www.ncbi.nlm.nih.gov/pubmed/19956766
http://www.ncbi.nlm.nih.gov/pubmed/19956766
http://www.ncbi.nlm.nih.gov/pubmed/19956766
http://www.ncbi.nlm.nih.gov/pubmed/19458616
http://www.ncbi.nlm.nih.gov/pubmed/19458616
http://www.ncbi.nlm.nih.gov/pubmed/19458616
http://www.ncbi.nlm.nih.gov/pubmed/21454523
http://www.ncbi.nlm.nih.gov/pubmed/21454523
http://www.ncbi.nlm.nih.gov/pubmed/21454523


Citation: Bhardwaj S, Gullerova M (2013) Cohesin: It’s Functions and Relevance to Cancer. J Genet Syndr Gene Ther 4: 148. doi:10.4172/2157-
7412.1000148

Page 7 of 7

Volume 4 • Issue 5 • 1000148
J Genet Syndr Gene Ther
ISSN: 2157-7412 JGSGT, an open access journal 

Cancer Genetics

66. Mishiro T, Ishihara K, Hino S, Tsutsumi S, Aburatani H, et al. (2009) Architectural 
roles of multiple chromatin insulators at the human apolipoprotein gene cluster. 
EMBO J 28: 1234-1245.

67. Majumder P, Boss JM (2011) Cohesin regulates MHC class II genes through
interactions with MHC class II insulators. J Immunol 187: 4236-4244.

68. Liu Z, Scannell DR, Eisen MB, Tjian R (2011) Control of embryonic stem cell
lineage commitment by core promoter factor, TAF3. Cell 146: 720-731.

69. Schaaf CA, Kwak H, Koenig A, Misulovin Z, Gohara DW, et al. (2013) Genome-
wide control of RNA polymerase II activity by cohesin. PLoS Genet 9: e1003382.

70. Fay A, Misulovin Z, Li J, Schaaf CA, Gause M, et al. (2011) Cohesin selectively 
binds and regulates genes with paused RNA polymerase. Curr Biol 21: 1624-
1634.

71. Nie Z, Hu G, Wei G, Cui K, Yamane A, et al. (2012) c-Myc is a universal amplifier 
of expressed genes in lymphocytes and embryonic stem cells. Cell 151: 68-79.

72. Panigrahi AK, Zhang N, Otta SK, Pati D (2012) A cohesin-RAD21 interactome. 
Biochem J 442: 661-670.

73. Gullerova M, Proudfoot NJ (2008) Cohesin complex promotes transcriptional
termination between convergent genes in S. pombe. Cell 132: 983-995.

74. Vogelstein B, Papadopoulos N, Velculescu VE, Zhou S, Diaz LA Jr, et al.
(2013) Cancer genome landscapes. Science 339: 1546-1558.

75. Cancer Genome Atlas Research Network (2013) Genomic and epigenomic
landscapes of adult de novo acute myeloid leukemia. N Engl J Med 368: 2059-
2074.

76. Dolnik A, Engelmann JC, Scharfenberger-Schmeer M, Mauch J, Kelkenberg-
Schade S, et al. (2012) Commonly altered genomic regions in acute myeloid
leukemia are enriched for somatic mutations involved in chromatin remodeling
and splicing. Blood 120: e83-92.

77. Ma Z, Lin M, Li K, Fu Y, Liu X, et al. (2013) Knocking down SMC1A inhibits
growth and leads to G2/M arrest in human glioma cells. Int J Clin Exp Pathol
6: 862-869.

78. Rhodes DR, Yu J, Shanker K, Deshpande N, Varambally R, et al. (2004) Large-
scale meta-analysis of cancer microarray data identifies common transcriptional 
profiles of neoplastic transformation and progression. Proc Natl Acad Sci U S 
A 101: 9309-9314.

79. Yamamoto G, Irie T, Aida T, Nagoshi Y, Tsuchiya R, et al. (2006) Correlation of 
invasion and metastasis of cancer cells, and expression of the RAD21 gene in
oral squamous cell carcinoma. Virchows Arch 448: 435-441.

80. Horsfield JA, Anagnostou SH, Hu JK, Cho KH, Geisler R, et al. (2007) Cohesin-
dependent regulation of Runx genes. Development 134: 2639-2649.

81. Supernat A, Lapińska-Szumczyk S, Sawicki S, Wydra D, Biernat W, et al.
(2012) Deregulation of RAD21 and RUNX1 expression in endometrial cancer.
Oncol Lett 4: 727-732.

82. Solomon DA, Kim T, Diaz-Martinez LA, Fair J, Elkahloun AG, et al. (2011)
Mutational inactivation of STAG2 causes aneuploidy in human cancer. Science 
333: 1039-1043.

83. Barber TD, McManus K, Yuen KW, Reis M, Parmigiani G, et al. (2008)
Chromatid cohesion defects may underlie chromosome instability in human
colorectal cancers. Proc Natl Acad Sci U S A 105: 3443-3448.

84. Denes V, Pilichowska M, Makarovskiy A, Carpinito G, Geck P (2010) Loss
of a cohesin-linked suppressor APRIN (Pds5b) disrupts stem cell programs
in embryonal carcinoma: an emerging cohesin role in tumor suppression.
Oncogene 29: 3446-3452.

85. Hömme C, Krug U, Tidow N, Schulte B, Kühler G, et al. (2010) Low SMC1A

protein expression predicts poor survival in acute myeloid leukemia. Oncol Rep 
24: 47-56.

86. Notaridou M, Quaye L, Dafou D, Jones C, Song H, et al. (2011) Common
alleles in candidate susceptibility genes associated with risk and development
of epithelial ovarian cancer. Int J Cancer 128: 2063-2074.

87. Rocquain J, Gelsi-Boyer V, Adélaïde J, Murati A, Carbuccia N, et al. (2010)
Alteration of cohesin genes in myeloid diseases. Am J Hematol 85: 717-719.

88. Oikawa K, Ohbayashi T, Kiyono T, Nishi H, Isaka K, et al. (2004) Expression
of a novel human gene, human wings apart-like (hWAPL), is associated with
cervical carcinogenesis and tumor progression. Cancer Res 64: 3545-3549.

89. Ryu B, Kim DS, Deluca AM, Alani RM (2007) Comprehensive expression
profiling of tumor cell lines identifies molecular signatures of melanoma 
progression. PLoS One 2: e594.

90. Meyer R, Fofanov V, Panigrahi A, Merchant F, Zhang N, et al. (2009)
Overexpression and mislocalization of the chromosomal segregation protein
separase in multiple human cancers. Clin Cancer Res 15: 2703-2710.

91. Tfelt-Hansen J, Kanuparthi D, Chattopadhyay N (2006) The emerging role of
pituitary tumor transforming gene in tumorigenesis. Clin Med Res 4: 130-137.

92. Kakar SS, Malik MT (2006) Suppression of lung cancer with siRNA targeting
PTTG. Int J Oncol 29: 387-395.

93. El-Naggar SM, Malik MT, Kakar SS (2007) Small interfering RNA against
PTTG: a novel therapy for ovarian cancer. Int J Oncol 31: 137-143.

94. Ramaswamy S, Ross KN, Lander ES, Golub TR (2003) A molecular signature
of metastasis in primary solid tumors. Nat Genet 33: 49-54.

95. Remeseiro S, Cuadrado A, Carretero M, Martínez P, Drosopoulos WC, et al.
(2012) Cohesin-SA1 deficiency drives aneuploidy and tumourigenesis in mice 
due to impaired replication of telomeres. EMBO J 31: 2076-2089.

96. Remeseiro S, Cuadrado A, Gómez-López G, Pisano DG, Losada A (2012) A
unique role of cohesin-SA1 in gene regulation and development. EMBO J 31:
2090-2102.

97. Canudas S, Smith S (2009) Differential regulation of telomere and centromere
cohesion by the Scc3 homologues SA1 and SA2, respectively, in human cells. 
J Cell Biol 187: 165-173.

98. Armanios M, Blackburn EH (2012) The telomere syndromes. Nat Rev Genet
13: 693-704.

99. Hu J, Hwang SS, Liesa M, Gan B, Sahin E, et al. (2012) Antitelomerase therapy 
provokes ALT and mitochondrial adaptive mechanisms in cancer. Cell 148:
651-663.

100. Deng Z, Wang Z, Stong N, Plasschaert R, Moczan A, et al. (2012) A role 
for CTCF and cohesin in subtelomere chromatin organization, TERRA 
transcription, and telomere end protection. EMBO J 31: 4165-4178.

101. Palm W, de Lange T (2008) How shelterin protects mammalian telomeres. 
Annu Rev Genet 42: 301-334.

This article was originally published in a special issue, Cancer Genetics 
handled by Editor(s). Dr. Ahmed M Malki,  Alexandria University, Egypt

http://www.ncbi.nlm.nih.gov/pubmed/19322193
http://www.ncbi.nlm.nih.gov/pubmed/19322193
http://www.ncbi.nlm.nih.gov/pubmed/19322193
http://www.ncbi.nlm.nih.gov/pubmed/21911605
http://www.ncbi.nlm.nih.gov/pubmed/21911605
http://www.ncbi.nlm.nih.gov/pubmed/21884934
http://www.ncbi.nlm.nih.gov/pubmed/21884934
http://www.ncbi.nlm.nih.gov/pubmed/23555293
http://www.ncbi.nlm.nih.gov/pubmed/23555293
http://www.ncbi.nlm.nih.gov/pubmed/21962715
http://www.ncbi.nlm.nih.gov/pubmed/21962715
http://www.ncbi.nlm.nih.gov/pubmed/21962715
http://www.ncbi.nlm.nih.gov/pubmed/23021216
http://www.ncbi.nlm.nih.gov/pubmed/23021216
http://www.ncbi.nlm.nih.gov/pubmed/22145905
http://www.ncbi.nlm.nih.gov/pubmed/22145905
http://www.ncbi.nlm.nih.gov/pubmed/18358811
http://www.ncbi.nlm.nih.gov/pubmed/18358811
http://www.ncbi.nlm.nih.gov/pubmed/23539594
http://www.ncbi.nlm.nih.gov/pubmed/23539594
http://www.ncbi.nlm.nih.gov/pubmed/23634996
http://www.ncbi.nlm.nih.gov/pubmed/23634996
http://www.ncbi.nlm.nih.gov/pubmed/23634996
http://www.ncbi.nlm.nih.gov/pubmed/22976956
http://www.ncbi.nlm.nih.gov/pubmed/22976956
http://www.ncbi.nlm.nih.gov/pubmed/22976956
http://www.ncbi.nlm.nih.gov/pubmed/22976956
http://www.ncbi.nlm.nih.gov/pubmed/23638217
http://www.ncbi.nlm.nih.gov/pubmed/23638217
http://www.ncbi.nlm.nih.gov/pubmed/23638217
http://www.ncbi.nlm.nih.gov/pubmed/15184677
http://www.ncbi.nlm.nih.gov/pubmed/15184677
http://www.ncbi.nlm.nih.gov/pubmed/15184677
http://www.ncbi.nlm.nih.gov/pubmed/15184677
http://www.ncbi.nlm.nih.gov/pubmed/16416296
http://www.ncbi.nlm.nih.gov/pubmed/16416296
http://www.ncbi.nlm.nih.gov/pubmed/16416296
http://www.ncbi.nlm.nih.gov/pubmed/17567667
http://www.ncbi.nlm.nih.gov/pubmed/17567667
http://www.ncbi.nlm.nih.gov/pubmed/23205091
http://www.ncbi.nlm.nih.gov/pubmed/23205091
http://www.ncbi.nlm.nih.gov/pubmed/23205091
http://www.ncbi.nlm.nih.gov/pubmed/21852505
http://www.ncbi.nlm.nih.gov/pubmed/21852505
http://www.ncbi.nlm.nih.gov/pubmed/21852505
http://www.ncbi.nlm.nih.gov/pubmed/18299561
http://www.ncbi.nlm.nih.gov/pubmed/18299561
http://www.ncbi.nlm.nih.gov/pubmed/18299561
http://www.ncbi.nlm.nih.gov/pubmed/20383194
http://www.ncbi.nlm.nih.gov/pubmed/20383194
http://www.ncbi.nlm.nih.gov/pubmed/20383194
http://www.ncbi.nlm.nih.gov/pubmed/20383194
http://www.ncbi.nlm.nih.gov/pubmed/20514443
http://www.ncbi.nlm.nih.gov/pubmed/20514443
http://www.ncbi.nlm.nih.gov/pubmed/20514443
http://www.ncbi.nlm.nih.gov/pubmed/20635389
http://www.ncbi.nlm.nih.gov/pubmed/20635389
http://www.ncbi.nlm.nih.gov/pubmed/20635389
http://www.ncbi.nlm.nih.gov/pubmed/20687102
http://www.ncbi.nlm.nih.gov/pubmed/20687102
http://www.ncbi.nlm.nih.gov/pubmed/15150110
http://www.ncbi.nlm.nih.gov/pubmed/15150110
http://www.ncbi.nlm.nih.gov/pubmed/15150110
http://www.ncbi.nlm.nih.gov/pubmed/17611626
http://www.ncbi.nlm.nih.gov/pubmed/17611626
http://www.ncbi.nlm.nih.gov/pubmed/17611626
http://www.ncbi.nlm.nih.gov/pubmed/19351757
http://www.ncbi.nlm.nih.gov/pubmed/19351757
http://www.ncbi.nlm.nih.gov/pubmed/19351757
http://www.ncbi.nlm.nih.gov/pubmed/16809406
http://www.ncbi.nlm.nih.gov/pubmed/16809406
http://www.ncbi.nlm.nih.gov/pubmed/16820881
http://www.ncbi.nlm.nih.gov/pubmed/16820881
http://www.ncbi.nlm.nih.gov/pubmed/17549414
http://www.ncbi.nlm.nih.gov/pubmed/17549414
http://www.ncbi.nlm.nih.gov/pubmed/12469122
http://www.ncbi.nlm.nih.gov/pubmed/12469122
http://www.ncbi.nlm.nih.gov/pubmed/22415365
http://www.ncbi.nlm.nih.gov/pubmed/22415365
http://www.ncbi.nlm.nih.gov/pubmed/22415365
http://www.ncbi.nlm.nih.gov/pubmed/22415368
http://www.ncbi.nlm.nih.gov/pubmed/22415368
http://www.ncbi.nlm.nih.gov/pubmed/22415368
http://www.ncbi.nlm.nih.gov/pubmed/19822671
http://www.ncbi.nlm.nih.gov/pubmed/19822671
http://www.ncbi.nlm.nih.gov/pubmed/19822671
http://www.ncbi.nlm.nih.gov/pubmed/22965356
http://www.ncbi.nlm.nih.gov/pubmed/22965356
http://www.ncbi.nlm.nih.gov/pubmed/22341440
http://www.ncbi.nlm.nih.gov/pubmed/22341440
http://www.ncbi.nlm.nih.gov/pubmed/22341440
http://www.ncbi.nlm.nih.gov/pubmed/23010778
http://www.ncbi.nlm.nih.gov/pubmed/23010778
http://www.ncbi.nlm.nih.gov/pubmed/23010778
http://www.ncbi.nlm.nih.gov/pubmed/18680434
http://www.ncbi.nlm.nih.gov/pubmed/18680434

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Cohesin: Cohesion and chromosome segregation 
	Cohesin and genome instability  
	Cohesin and gene expression 
	Cohesin deregulation in cancer 
	Cohesin at the telomere: aging and cancer 

	Concluding Remarks 
	Figure 1
	Figure 2
	Table 1
	Table 2
	References



