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Abstract: Donald S. Coffey, a pioneer in the study of the structural basis of mammalian genome organization, was 
fascinated by DNA topoisomerases, chemo-mechanical enzymes that could catalyze changes in DNA structure. 
Work initiated in his laboratory and carried on with his influence and inspiration has led to the elucidation of specific 
roles for each of the two type 2 topoisomerases in DNA replication, RNA transcription, and androgen action in pros-
tate cells. TOP2A principally acts in DNA synthesis elongation to prevent tangling of daughter DNA molecules during 
genome replication and mitotic segregation; TOP2B is required for androgen-stimulation of target gene transcrip-
tion. DNA double-strand breaks inflicted by TOP2B upon androgen exposure appear responsible for the generation 
of TMPRSS2-ERG and other gene fusions, often found in complex chained rearrangements termed chromoplexy, in 
prostate cancer cells. TOP2B-mediated genome damage may also provide an avenue for improving prostate cancer 
treatment via timed androgen administration in conjunction with ionizing radiation, with TOP2-targeted drugs, or 
with DNA repair inhibitors.
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Introduction

In tribute to the life and scientific career of 
Donald S. Coffey, Ph.D., and with special thanks 
for his considerable talents as a mentor, this 
brief review will highlight the durable impact he 
has had on each of us as we explored the con-
tributions of DNA topoisomerases to androgen 
action and to prostate cancer. 

Ronald Berezney and Donald S. Coffey pub-
lished their landmark paper describing the iso-
lation of a “nuclear protein matrix” from mam-
malian cell nuclei in 1974 [1]. Despite contain-
ing just 0.03% of nuclear DNA, the resultant 
structure retained the size and shape of the cell 
nucleus, with readily visible nuclear pore com-
plexes, a nuclear lamina, and a residual nucleo-
lus. Subsequently, a similar “protein scaffold” 
was identified in metaphase chromosomes [2, 
3]. Both the nuclear matrix and chromosome 
scaffold appeared to organize genomic DNA 
into topologically-constrained loop-domains of 

50-200 kB [3-8]. These sub-structures respon-
sible for genome organization were felt to criti-
cally affect cell and genome function, as mis-
shapen cancer cell nuclei were found to contain 
equivalently abnormal nuclear matrix struc-
tures [9].

For the nuclear matrix, the revelation that the 
structure housed discrete sites for both replica-
tion and transcription has propelled ongoing 
research for more than four decades. Newly 
replicated DNA was first reported to be associ-
ated with the nuclear matrix by Berezney and 
Coffey in 1975 [10], a finding subsequently  
confirmed by a number of studies [11-14]. 
Isolated nuclear matrix structures were even 
able to continue synthesizing genomic DNA 
from bona fide replication forks when provided 
nucleic acid precursors in vitro [15-17]. Actively 
transcribing genes were also discovered to  
be associated with nuclear matrix [18-20]. 
Subsequently, residual nuclear structures were 
found to contain transcription factories capable 
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of continuing hnRNA transcript synthesis [21, 
22]. The nuclear matrix was further ascertained 
to be the site of transcriptional regulation by 
ligand-dependent trans-acting factors like the 
androgen and estrogen receptors [23, 24].

From his unique scientific perspective, Coffey 
was instinctively fascinated not only with  
the structural underpinnings of biologic pro-
cesses but also with the chemo-mechanical 
properties of the structures themselves. Not 
surprisingly, the discovery and characterization 
of DNA topoisomerases, enzymes which cata-
lyzed changes in DNA structure but not in nu- 
cleotide sequence or chemistry, readily attract-
ed his attention [25]. Type 2 DNA topoisomer-
ases were recognized to be significant compo-
nents of both the nuclear matrix and the chro-
mosome scaffold, and to interact with genomic 
DNA at or near loop-domain attachment sites 
[26-31]. These enzymes, capable of creating 
transient double-strand breaks in the backbo- 
ne of a substrate DNA molecule to allow pas-
sage of another DNA double helix via ATP hydro-
lysis, were assumed to generally manage high-
er order DNA organization as part of the nucle-
us and chromosome substructures. However, 
subsequent (and ongoing) studies, aided and/
or inspired by Coffey, have revealed exciting 
new functions of type 2 topoisomerases in both 
DNA replication and regulated RNA transcrip-
tion, unmasking key roles for the enzymes in 
the pathogenesis of prostate cancer.

TOP2A and DNA replication

Mammalian cells contain two type 2 topoisom-
erases, TOP2A and TOP2B, encoded by distinct 
genes. Each enzyme acts as a homodimer to 
catalyze double-strand DNA passage thought 
transient double-strand DNA breaks [32]. 
TOP2A is stereotypically expressed by proli- 
ferating cells, while TOP2B expression shows 
no such restriction [33-35]. The presence of 
TOP2A in the nuclear matrix of proliferating 
cells, and the location of the fixed sites for DNA 
replication, hinted strongly that the enzyme 
might play some sort of key role in replicative 
DNA synthesis. The topological demands of 
DNA replication are considerable. Using tem-
plate base-pairing for the duplication of paren-
tal genome sequences, the creation of two  
full copies of 23 separate DNA sequences  
at a total length of some 3,088,286,401  
bases would require fully unraveling a least 

295,528,799 helical turns (10.45 bp/helical 
turn) in parental duplex DNAs via helicase 
action. When the template DNA is additionally 
wrapped more than 29,167,149 times (1.7 
turns/histone octamer) around more than 
17,157,147 nucleosomes (180 bp/nucleoso- 
me), the topological complexity becomes even 
greater.

With the type 1 DNA topoisomerase TOP1, 
thought to act in concert with helicases in front 
of the replicating fork to reduce ‘over-winding’ 
associated with parental strand separation, 
TOP2A has been provisionally assigned a num-
ber of different possible functions in DNA repli-
cation. These include the further reduction of 
‘over-winding’ in front of replication forks, to 
resolution of ‘pre-catenanes’ behind the repli-
cation forks, to prevention of replicated daugh-
ter DNA molecule tangling at the terminus of 
replication, to chromatid condensation in prep-
aration for mitosis [36]. TOP2A action at the 
site of DNA replication, i.e., at or near the repli-
cation fork itself, would be necessary for 
enzyme function during the elongation phase 
of DNA synthesis.

To test whether what is now known as TOP2A is 
located at replication forks, the proximity of the 
enzyme to newly-replicated DNA was mapped 
in mammalian cells [37]. To do so, the propen-
sity for the anti-cancer drug teniposide to trap 
TOP2 in covalent linkage with each 5’-phos-
phate of a cleaved double-strand DNA sub-
strate was exploited. Upon teniposide treat-
ment, TOP2-linked DNA could be isolated from 
the remainder of genomic DNA via K+SDS pre-
cipitation. When radiolabeled thymidine was 
administered for just 90 seconds, the incorpo-
rated radiolabel was selectively recovered 
among DNA covalently linked to TOP2. At longer 
labeling times, or after a prolonged subsequent 
exposure to excess unlabeled thymidine, the 
selective recovery of incorporated label linked 
to TOP2 disappeared. These data indicated 
close proximity of TOP2 to replication forks; fur-
ther analyses revealed direct covalent attach-
ment of TOP2 to the ligated segment of the lag-
ging strand behind the fork.

The identification of TOP2A action immediately 
behind the replication fork strongly implicated 
the enzyme in DNA synthesis elongation. 
Several more recent studies have buttressed 
this model, arguing even more strongly that 
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some fraction of parental helical turns pass 
through the replication forks as ‘pre-catenanes’ 
that can only be resolved by type 2 topoisomer-
ases [36, 38]. Another mechanistic possibility 
is that TOP2A might facilitate nucleosome 
assembly/re-assembly on daughter DNA mole-
cules [39].

The contributions of TOP2A to mitotic chromo-
some condensation and segregation have also 
been progressively better understood [40]. The 
enzyme, a critical component of the chromo-
some scaffold, acts to compact chromosomes 
by shortening chromatid lengths as condensins 
and KIF4 reduce the radii of the arms [41]. This 
chromosome structure role appears to be inde-
pendent of any decatenation activity needed to 
ensure mitotic segregation [42]. One specula-
tion is that TOP2A might prevent daughter DNA 
tangling during DNA synthesis elongation by 
resolving precatenanes behind the replication 
fork rather than by decatenating compacted 
chromosome arms [37]. Remarkably, a recent 
Hi-C analysis of genomic DNA organization in 
the compacted chromosome created for mito-
sis essentially fully validated a model for chro-
mosome structure originally proposed more 
than three decades earlier by Pienta and Coffey 
[43, 44].

TOP2B and transcription

Like DNA replication, RNA transcription creates 
a number of DNA topology challenges [45]. 
Looping of DNA at gene transcription promot-
ers and/or movement of genes across cell 
nuclei to transcription hubs or factories risks 
significant double-strand tangling problems 
that could be resolved only by type 2 topoisom-
erases. Transcription elongation tends to pro-
duce over-winding in front of the RNA poly-
merase complex and under-winding behind, 
amenable to mitigation by type 1 and type 2 
topoisomerases. Finally, RNA-DNA hybrid se- 
quences produced during transcription could 
be prone to R-loop structure formation [46].

Work on TOP2 expression in normal prostate 
tissues in the Coffey laboratory in the 1980’s 
disclosed the likely existence of two distinct 
type 2 topoisomerase enzymes, one selectively 
present in proliferating cells, and another that 
could be detected in differentiated prostate 
epithelial cells [33, 47]. Eventually, the gene for 
TOP2B was cloned [48]. Until recently, specific 

mammalian cell requirements for TOP2B (ver-
sus TOP2A) were difficult to discriminate. To 
ascertain how TOP2B might contribute to dif-
ferentiated prostate cell phenotypes, a poten-
tial role for the enzyme in executing androgen-
regulated gene expression was evaluated [49]. 
In prostate cancer cells that had been starved 
of androgens, dihydrotestosterone stimulation 
resulted in androgen receptor (AR) recruitment 
of TOP2B to specific binding elements (AREs) in 
regulatory regions of androgen target genes, 
such as KLK3 and TMPRSS2. Surprisingly, TOP- 
2B enzyme activity was required for efficient 
activation of the entirety of the AR transcription 
program. At the AR target gene TMPRSS2, 
TOP2B was needed for assembling a looped 
transcription promoter/enhancer conforma-
tion. In these studies, TOP2B was found to be 
essential for the initiation step of regulated 
gene expression. Additional studies in other 
systems have also hinted at TOP2B facilitation 
of transcription elongation, particularly for long 
genes [50].  

TOP2B and the generation of androgen-regu-
lated fusion genes in prostate cancer

Fusions between androgen-regulated genes, 
like TMPRSS2, and putative oncogenes, like 
ERG, have been detected in the majority of 
human prostate cancers [51]. As such, the 
recruitment of TOP2B by AR to AREs in prostate 
cells triggered by androgen exposure prompted 
an astonishing hypothesis: could TOP2B cleav-
age of double-strand DNA near ARE sites lead 
to fusion translocations involving and rogen-
regulated genes? Prolonged trapping of TOP2 
in its ‘cleavable complex’ conformation promo- 
tes proteasome-mediated degradation of en- 
zyme protein, removal of the covalently-linked 
enzyme tyrosine from DNA ends by TDP2, and 
DNA repair via non-homologous end-joining 
(NHEJ), a pathway well-understood to be acti-
vated by anti-cancer TOP2 ‘poisons’ like etopo-
side, doxorubicin, and mitoxantrone [52-54]. 
Using a variety of experimental techniques, 
including an adaptation of the K+SDS precipita-
tion assay, TOP2B cleavable complexes could 
be readily trapped near ARE sites in TMPRSS2 
in prostate cells in vitro that were concordant 
with translocation sites mapped in prostate 
cancer cases in vivo [49, 55].

Even more compellingly, gene fusions could be 
created via androgen stimulation of prostate 
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cancer cells in vitro, a phenomenon that re- 
quired TOP2B catalytic activity [49]. The gener-
ality of this mechanism for androgen-induced 
translocation was furthered demonstrated by 
analyzing integration of exogenous DNAs which 
contained androgen induced TOP2B catalytic 
sites along with selectable markers [49]. In 
cells expressing AR, stable integration of the 
exogenous DNA plasmids containing androgen-
induced TOP2B catalytic sites was more effi-
cient than that of control sequences, unless 
TOP2B expression was disrupted. Since the ini-
tial report of TOP2B-mediated cleavage and 
TMPRSS2-ERG gene fusions, new data have 
emerged underscoring an even broader gener-
ality for the TOP2B-mediated genome breakage 
as a source of somatic cancer genome altera-
tions [56], including in the generation of com-
plex genome rearrangements referred to as 
chromoplexy [55, 61]. 

Androgen-stimulated TOP2B activity and pros-
tate cancer treatment

Anti-cancer drug trapping of TOP2 cleavable 
complexes has become a mainstay treatment 
tactic for many different human cancers, often 
used in combination with other chemotherapy 
drugs or with radiation therapy [57]. To ascer-
tain whether prostate cancer cells could be 
selectively sensitized to killing by TOP2 poi-
sons, ionizing radiation, or other anti-cancer 
drugs, prostate cancer cells were assessed for 
the generation of DNA damage in response to 
androgen stimulation using comet and H2A.X 
focus formation assays [58]. The results indi-
cated that AR promoted recruitment of TOP2B 
to the genome in such a way as to trigger wide-
spread DNA double-strand breaks. In addition, 
when the administration of ionizing radiation 
was timed to the peak appearance of andro-
gen-stimulated TOP2B-mediated DNA breaks, 
a synergistic effect on prostate cancer cell kill-
ing was evident in vitro and in vivo. These find-
ings have profound and direct implication for 
prostate cancer treatment. Rather than deliver-
ing radiation fractions only when castrate lev-
els of androgens are achieved via luteinizing 
hormone-releasing hormone (LHRH) analog 
administration, fractions of radiation can be 
administered shortly after a pulse of androgen 
stimulation in the context of androgen depriva-
tion therapy so that the androgen-induced, 
TOP2B-mediated DNA damage can sensitize to 
each fraction of ionizing radiation. This would 
augment the therapeutic index of radiation 

therapy by selectively radiosensitizing AR- 
positive prostate cancer cells but not the sur-
rounding normal pelvic tissues [58]. Similar 
strategies for systemic prostate cancer treat-
ment, featuring timed androgen dosing along 
with TOP2 poisons or with inhibitors of DNA 
double-strand break repair, are also under 
development [35]. The somewhat unexpected 
benefits of high-dose androgen treatment in 
the setting of androgen deprivation therapy 
(bipolar androgen therapy, BAT) for men with 
castration-resistant prostate cancer (CRPC) are 
consistent with a mechanism by which prostate 
cancer cells are killed via androgen-stimulated 
genome damage mediated by TOP2B [59, 60].

Conclusions and reflections 

As both a biological scientist and an engineer, 
Donald S. Coffey provided a unique perspective 
on human genome function in normal and neo-
plastic human cells, considering with wonder 
how 2.2 meters of DNA could be packed inside 
a cell nucleus with a diameter of 6 microns,  
replicated within half a day, and differentially 
used to create the hundreds of different types 
of cells in the human body. Throughout his 
career-long involvement in the Brady Urological 
Institute, as its Research Director, and the 
Sidney Kimmel Comprehensive Cancer Center, 
as its Deputy Director, he channeled his won-
derment into better understanding how pros-
tate cancer and other cancers arise and how 
they might be treated. Nonetheless, his most 
durable contributions over half a century of 
work are not limited to the transformative sci-
entific observations he published. He pos-
sessed a unique ability to infect all who inter-
acted with him with wonder, nurturing the cre-
ative forces of generations of researchers.

With this in mind, in reviewing our evolving un- 
derstanding of type 2 DNA topoisomerase func-
tions in DNA replication, RNA transcription, ste-
roid hormone action, cancer-associated DNA 
translocations, and cancer treatment, each of 
us is humbled and amazed by the prescience of 
Coffey’s early insights, inspired by his memory 
in our own pursuit of deeper understanding, 
and grateful we were able to enjoy his influ- 
ence.

Acknowledgements

The authors have derived support from two 
grants for which Donald S. Coffey once served 
as Principal Investigator, NIH/NCI P30 CA 



Topoisomerases in prostate cell nuclei

111 Am J Clin Exp Urol 2018;6(2):107-113

0069783 and NIH/NCI P50 CA58236, and 
another that was inspired by his mentorship 
and work, NIH/NCI R01CA183965.

Disclosure of conflict of interest 

None.

Address correspondence to: Dr. William G Nelson, 
Sidney Kimmel Comprehensive Cancer Center and 
Brady Urological Institute, Johns Hopkins University 
School of Medicine, Suite 1100 Weinberg Build- 
ing, 401 North Broadway Street, Baltimore, MD 
21218, USA. Tel: 410-955-8822; Fax: 410-955-
6787; E-mail: bnelson@jhmi.edu

References

[1] Berezney R and Coffey DS. Identification of a 
nuclear protein matrix. Biochem Biophys Res 
Commun 1974; 60: 1410-1417.

[2] Adolphs KW, Cheng SM, Paulson JR and 
Laemmli UK. Isolation of a protein scaffold 
from mitotic HeLa cell chromosomes. Proc Natl 
Acad Sci U S A 1977; 74: 4937-4941.

[3] Paulson JR and Laemmli UK. The structure of 
histone-depleted metaphase chromosomes. 
Cell 1977; 12: 817-828.

[4] Cook PR and Brazell IA. Conformational con-
straints in nuclear DNA. J Cell Sci 1976; 22: 
287-302.

[5] Cook PR, Brazell IA and Jost E. Characterization 
of nuclear structures containing superhelical 
DNA. J Cell Sci 1976; 22: 303-324.

[6] Hancock R and Boulikas T. Functional organi-
zation in the nucleus. Int Rev Cytol 1982; 79: 
165-214.

[7] Vogelstein B, Pardoll DM and Coffey DS. 
Supercoiled loops and eucaryotic DNA replica-
ton. Cell 1980; 22: 79-85.

[8] Buongiorno-Nardelli M, Micheli G, Carri MT and 
Marilley M. A relationship between replicon 
size and supercoiled loop domains in the eu-
karyotic genome. Nature 1982; 298: 100-102.

[9] Pienta KJ, Partin AW and Coffey DS. Cancer as 
a disease of DNA organization and dynamic 
cell structure. Cancer Res 1989; 49: 2525-
2532.

[10] Berezney R and Coffey DS. Nuclear protein ma-
trix: association with newly synthesized DNA. 
Science 1975; 189: 291-293.

[11] Pardoll DM, Vogelstein B and Coffey DS. A fixed 
site of DNA replication in eucaryotic cells. Cell 
1980; 19: 527-536.

[12] Dijkwel PA, Mullenders LH and Wanka F. 
Analysis of the attachment of replicating DNA 
to a nuclear matrix in mammalian interphase 
nuclei. Nucleic Acids Res 1979; 6: 219-230.

[13] Berezney R and Buchholtz LA. Dynamic asso-
ciation of replicating DNA fragments with the 
nuclear matrix of regenerating liver. Exp Cell 
Res 1981; 132: 1-13.

[14] Hunt BF and Vogelstein B. Association of newly 
replicated DNA with the nuclear matrix of 
Physarum polycephalum. Nucleic Acids Res 
1981; 9: 349-363.

[15] Tubo RA, Smith HC and Berezney R. The nucle-
ar matrix continues DNA synthesis at in vivo 
replicational forks. Biochim Biophys Acta 
1985; 825: 326-334.

[16] Hozak P, Hassan AB, Jackson DA and Cook PR. 
Visualization of replication factories attached 
to nucleoskeleton. Cell 1993; 73: 361-373.

[17] Hozak P, Jackson DA and Cook PR. Replication 
factories and nuclear bodies: the ultrastruc-
tural characterization of replication sites dur-
ing the cell cycle. J Cell Sci 1994; 107: 2191-
2202.

[18] Robinson SI, Small D, Idzerda R, McKnight GS 
and Vogelstein B. The association of transcrip-
tionally active genes with the nuclear matrix of 
the chicken oviduct. Nucleic Acids Res 1983; 
11: 5113-5130.

[19] Robinson SI, Nelkin BD and Vogelstein B. The 
ovalbumin gene is associated with the nuclear 
matrix of chicken oviduct cells. Cell 1982; 28: 
99-106.

[20] Ciejek EM, Tsai MJ and O’Malley BW. Actively 
transcribed genes are associated with the nu-
clear matrix. Nature 1983; 306: 607-609.

[21] Jackson DA, McCready SJ and Cook PR. RNA is 
synthesized at the nuclear cage. Nature 1981; 
292: 552-555.

[22] Papantonis A and Cook PR. Transcription facto-
ries: genome organization and gene regula-
tion. Chem Rev 2013; 113: 8683-8705.

[23] Barrack ER and Coffey DS. The specific binding 
of estrogens and androgens to the nuclear ma-
trix of sex hormone responsive tissues. J Biol 
Chem 1980; 255: 7265-7275.

[24] Barrack ER. The nuclear matrix of the prostate 
contains acceptor sites for androgen recep-
tors. Endocrinology 1983; 113: 430-432.

[25] Wang JC. Cellular roles of DNA topoisomeras-
es: a molecular perspective. Nat Rev Mol Cell 
Biol 2002; 3: 430-440.

[26] Gasser SM, Laroche T, Falquet J, Boy de la Tour 
E and Laemmli UK. Metaphase chromosome 
structure. Involvement of topoisomerase II. J 
Mol Biol 1986; 188: 613-629.

[27] Adachi Y, Kas E and Laemmli UK. Preferential, 
cooperative binding of DNA topoisomerase II 
to scaffold-associated regions. EMBO J 1989; 
8: 3997-4006.

[28] Cockerill PN and Garrard WT. Chromosomal 
loop anchorage of the kappa immunoglobulin 
gene occurs next to the enhancer in a region 

mailto:bnelson@jhmi.edu


Topoisomerases in prostate cell nuclei

112 Am J Clin Exp Urol 2018;6(2):107-113

containing topoisomerase II sites. Cell 1986; 
44: 273-282.

[29] Earnshaw WC and Heck MM. Localization of 
topoisomerase II in mitotic chromosomes. J 
Cell Biol 1985; 100: 1716-1725.

[30] Earnshaw WC, Halligan B, Cooke CA, Heck MM 
and Liu LF. Topoisomerase II is a structural 
component of mitotic chromosome scaffolds. J 
Cell Biol 1985; 100: 1706-1715.

[31] Berrios M, Osheroff N and Fisher PA. In situ lo-
calization of DNA topoisomerase II, a major 
polypeptide component of the Drosophila nu-
clear matrix fraction. Proc Natl Acad Sci U S A 
1985; 82: 4142-4146.

[32] Deweese JE and Osheroff N. The DNA cleavage 
reaction of topoisomerase II: wolf in sheep’s 
clothing. Nucleic Acids Res 2009; 37: 738-
748.

[33] Nelson WG, Cho KR, Hsiang YH, Liu LF and 
Coffey DS. Growth-related elevations of DNA 
topoisomerase II levels found in Dunning 
R3327 rat prostatic adenocarcinomas. Cancer 
Res 1987; 47: 3246-3250.

[34] Heck MM and Earnshaw WC. Topoisomerase 
II: A specific marker for cell proliferation. J Cell 
Biol 1986; 103: 2569-2581.

[35] Haffner MC, De Marzo AM, Meeker AK, Nelson 
WG and Yegnasubramanian S. Transcription-
induced DNA double strand breaks: both onco-
genic force and potential therapeutic target? 
Clin Cancer Res 2011; 17: 3858-3864.

[36] Pommier Y, Sun Y, Huang SN and Nitiss JL. 
Roles of eukaryotic topoisomerases in tran-
scription, replication and genomic stability. 
Nat Rev Mol Cell Biol 2016; 17: 703-721.

[37] Nelson WG, Liu LF and Coffey DS. Newly repli-
cated DNA is associated with DNA topoisomer-
ase II in cultured rat prostatic adenocarcinoma 
cells. Nature 1986; 322: 187-189.

[38] Lucas I, Germe T, Chevrier-Miller M and Hyrien 
O. Topoisomerase II can unlink replicating DNA 
by precatenane removal. EMBO J 2001; 20: 
6509-6519.

[39] Shintomi K, Takahashi TS and Hirano T. Recon- 
stitution of mitotic chromatids with a minimum 
set of purified factors. Nat Cell Biol 2015; 17: 
1014-1023.

[40] Warburton PE and Earnshaw WC. Untangling 
the role of DNA topoisomerase II in mitotic 
chromosome structure and function. Bioessays 
1997; 19: 97-99.

[41] Samejima K, Samejima I, Vagnarelli P, Ogawa 
H, Vargiu G, Kelly DA, de Lima Alves F, Kerr A, 
Green LC, Hudson DF, Ohta S, Cooke CA, Farr 
CJ, Rappsilber J and Earnshaw WC. Mitotic 
chromosomes are compacted laterally by KIF4 
and condensin and axially by topoisomerase 
IIalpha. J Cell Biol 2012; 199: 755-770.

[42] Andreassen PR, Lacroix FB and Margolis RL. 
Chromosomes with two intact axial cores are 

induced by G2 checkpoint override: evidence 
that DNA decatenation is not required to tem-
plate the chromosome structure. J Cell Biol 
1997; 136: 29-43.

[43] Gibcus JH, Samejima K, Goloborodko A, Same- 
jima I, Naumova N, Nuebler J, Kanemaki MT, 
Xie L, Paulson JR, Earnshaw WC, Mirny LA and 
Dekker J. A pathway for mitotic chromosome 
formation. Science 2018; 359. 

[44] Pienta KJ and Coffey DS. A structural analysis 
of the role of the nuclear matrix and DNA loops 
in the organization of the nucleus and chromo-
some. J Cell Sci Suppl 1984; 1: 123-135.

[45] Cook PR. A model for all genomes: the role of 
transcription factories. J Mol Biol 2010; 395: 
1-10.

[46] Drolet M, Bi X and Liu LF. Hypernegative super-
coiling of the DNA template during transcrip-
tion elongation in vitro. J Biol Chem 1994; 
269: 2068-2074.

[47] Nelson WG. A role for DNA Topoisomerase II in 
prostatic growth. Johns Hopkins University 
1987.

[48] Chung TD, Drake FH, Tan KB, Per SR, Crooke 
ST and Mirabelli CK. Characterization and im-
munological identification of cDNA clones en-
coding two human DNA topoisomerase II iso-
zymes. Proc Natl Acad Sci U S A 1989; 86: 
9431-9435.

[49] Haffner MC, Aryee MJ, Toubaji A, Esopi DM, 
Albadine R, Gurel B, Isaacs WB, Bova GS, Liu 
W, Xu J, Meeker AK, Netto G, De Marzo AM, 
Nelson WG and Yegnasubramanian S. Andro- 
gen-induced TOP2B-mediated double-strand 
breaks and prostate cancer gene rearrange-
ments. Nat Genet 2010; 42: 668-675.

[50] King IF, Yandava CN, Mabb AM, Hsiao JS, 
Huang HS, Pearson BL, Calabrese JM, Starmer 
J, Parker JS, Magnuson T, Chamberlain SJ, 
Philpot BD and Zylka MJ. Topoisomerases fa-
cilitate transcription of long genes linked to 
autism. Nature 2013; 501: 58-62.

[51] Rubin MA, Maher CA and Chinnaiyan AM. 
Common gene rearrangements in prostate 
cancer. J Clin Oncol 2011; 29: 3659-3668.

[52] Chen GL, Yang L, Rowe TC, Halligan BD, Tewey 
KM and Liu LF. Nonintercalative antitumor 
drugs interfere with the breakage-reunion re-
action of mammalian DNA topoisomerase II. J 
Biol Chem 1984; 259: 13560-13566.

[53] Tewey KM, Rowe TC, Yang L, Halligan BD and 
Liu LF. Adriamycin-induced DNA damage medi-
ated by mammalian DNA topoisomerase II. 
Science 1984; 226: 466-468.

[54] Pommier Y, Huang SY, Gao R, Das BB, Murai J 
and Marchand C. Tyrosyl-DNA-phosphodieste- 
rases (TDP1 and TDP2). DNA Repair (Amst) 
2014; 19: 114-129.

[55] Weier C, Haffner MC, Mosbruger T, Esopi DM, 
Hicks J, Zheng Q, Fedor H, Isaacs WB, De 



Topoisomerases in prostate cell nuclei

113 Am J Clin Exp Urol 2018;6(2):107-113

Marzo AM, Nelson WG and Yegnasubramanian 
S. Nucleotide resolution analysis of TMPRSS2 
and ERG rearrangements in prostate cancer. J 
Pathol 2013; 230: 174-183.

[56] Gomez-Herreros F, Zagnoli-Vieira G, Ntai I, 
Martinez-Macias MI, Anderson RM, Herrero-
Ruiz A and Caldecott KW. TDP2 suppresses 
chromosomal translocations induced by DNA 
topoisomerase II during gene transcription. 
Nat Commun 2017; 8: 233.

[57] Delgado JL, Hsieh CM, Chan NL and Hiasa H. 
Topoisomerases as anticancer targets. Bio- 
chem J 2018; 475: 373-398.

[58] Hedayati M, Haffner MC, Coulter JB, Raval  
RR, Zhang Y, Zhou H, Mian O, Knight EJ, Razavi 
N, Dalrymple S, Isaacs JT, Santos A, Hales  
R, Nelson WG, Yegnasubramanian S and 
DeWeese TL. Androgen deprivation followed by 
acute androgen stimulation selectively sensi-
tizes AR-positive prostate cancer cells to ioniz-
ing radiation. Clin Cancer Res 2016; 22: 3310-
3319.

[59] Teply BA, Wang H, Luber B, Sullivan R, Rifkind 
I, Bruns A, Spitz A, DeCarli M, Sinibaldi V, Pratz 
CF, Lu C, Silberstein JL, Luo J, Schweizer MT, 
Drake CG, Carducci MA, Paller CJ, Antonarakis 
ES, Eisenberger MA and Denmeade SR. 
Bipolar androgen therapy in men with meta-
static castration-resistant prostate cancer af-
ter progression on enzalutamide: an open-la-
bel, phase 2, multicohort study. Lancet Oncol 
2018; 19: 76-86.

[60] Schweizer MT, Antonarakis ES, Wang H,  
Ajiboye AS, Spitz A, Cao H, Luo J, Haffner MC, 
Yegnasubramanian S, Carducci MA, Eisenber- 
ger MA, Isaacs JT and Denmeade SR. Effect of 
bipolar androgen therapy for asymptomatic 
men with castration-resistant prostate cancer: 
results from a pilot clinical study. Sci Transl 
Med 2015; 7: 269ra262.

[61]  Baca SC, Prandi D, Lawrence MS, Mosquera 
JM, Romanel A, Drier Y, Park K, Kitabayashi N, 
MacDonald TY, Ghandi M, Van Allen E, Kryukov 
GV, Sboner A, Theurillat JP, Soong TD, 
Nickerson E, Auclair D, Tewari A, Beltran H, 
Onofrio RC, Boysen G, Guiducci C, Barbieri CE, 
Cibulskis K, Sivachenko A, Carter SL, Saksena 
G, Voet D, Ramos AH, Winckler W, Cipicchio M, 
Ardlie K, Kantoff PW, Berger MF, Gabriel SB, 
Golub TR, Meyerson M, Lander ES, Elemento 
O, Getz G, Demichelis F, Rubin MA and 
Garraway LA. Punctuated evolution of prostate 
cancer genomes. Cell 2013; 153: 666-677.


