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Q AND A
From transcriptional regulation to drugging the
cancer epigenome
James E Bradner
Abstract

Jay Bradner discusses the opportunities and
challenges for the study and therapeutic targeting of
the cancer epigenome, as well as innovative
approaches to drug discovery.
to serious, mechanistic, basic biology at an early age. A
Introduction
Jay Bradner (Figure 1) is an Associate Professor in the
Department of Medical Oncology at the Dana-Farber
Cancer Institute and the Department of Medicine at
Harvard Medical School. Additionally, Dr Bradner is
the Associate Director for the Center for the Science
of Therapeutics at the Broad Institute. The Bradner la-
boratory studies gene regulatory pathways, using chemical
biology approaches such as the development of new
chemical probes and innovative technologies to under-
stand the role of chromatin in cancer. Already, their study
of cancer gene regulatory pathways with chemistry has
translated three first-in-class molecules to human clinical
investigation as investigational cancer therapeutics.
How did your interest in transcriptional
regulation and epigenomics begin?
I became interested in gene regulation at Harvard College.
I worked in three laboratories during my undergraduate
education in biochemistry, with Profs Mark Ptashne,
Bruce Demple and Thomas O’Halloran (Northwestern
University). Each studied transcriptional biology, with
nuanced differences in focus. Each was a wonderful envir-
onment to be exposed to the rigor and scholarship of
basic research. In those early years, we were interested in
the allostery of heavy metals that bind the transcription
factors, sense toxins or environmental changes such as
mercury or superoxide, and effect novel mechanisms
of transactivation. Many years later, now in my own
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months following its publication. After this tim
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independent laboratory, we continue to study transcrip-
tion, but in human cells. We are particularly interested in
how chemical modulation of chromatin structure might
influence chromatin-dependent transcriptional signaling.
For sure, my laboratory’s present focus in transcriptional

biology was influenced by the fortune of being exposed

disease-specific interest in cancer emerged through my
subsequent training as an oncologist. Curious about
mechanisms of disease pathogenesis and the pharmacopoeia,
I attended the Pritzker School of Medicine at the University
of Chicago. There, and since then, it has become apparent
that cancer is fundamentally a heterogeneous disease of het-
erogeneous genetic alterations, the sum of which lead to
homogenous deregulation of a short list of master regulatory
transcription factors. Both the most frequently altered tumor
suppressor in cancer (TP53), and the most frequently acti-
vated oncogene (MYC), are master regulators of cell growth
and survival. In fact, almost all cancer growth signaling
pathways converge on MYC, which to date still lacks
direct-acting therapeutics. So we are highly motivated
to understand the function of MYC at regulatory regions,
and the deregulation of MYC via its own regulatory
elements.
Why do you think this area of research, of
drugging the cancer epigenome, is gaining
importance right now?
The field of epigenomics and transcriptional biology is
just exploding at the moment. It is a very exciting time,
when the basic biology and biochemistry of chromatin
structure and function can be appreciated at the genome
scale, but also with atomic resolution, through advances
in biochemistry and structural biology. Additionally, the
centrality of these altered transcriptional pathways in
cancer are clear from genome sequencing studies, which
have categorically identified alterations in gene regula-
tory proteins in nearly every type of human cancer. My
back of the envelope analysis of the somatic alterations
in cancer suggests that as many as 40% to 45% of all
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genes altered in cancer are gene regulatory factors, and
MYC alone may be somatically altered in more than
40% of aggressive malignancies [1].
This convergence has created an opportunity to de-

velop first-in-class molecules that disrupt these altered
transcriptional pathways. Innovations in protein and cel-
lular biochemistry arising from academia and within the
commercial sector have created powerful platform cap-
abilities to discover and optimize target-directed agents.
We have found genome-wide measurements of chromatin
structure, enhancer factor localization and RNA Polymer-
ase II response to be very powerful in understanding, con-
trasting and positioning new chemical entities targeting
chromatin-associated proteins.
Importantly, prototypical small molecules targeting the

so-called ‘readers’, ‘writers’ and ‘erasers’ of chromatin
are rapidly progressing through follow-up chemistry, re-
ceiving guidance from chemical biology and epigenomic
research, and translating to human clinical investigation.
So this is no longer aspirational. In the last 2 years, we

have already observed meaningful early activity among
several distinct classes of epigenome-targeted agents in
various solid and liquid forms of cancer. Hopefully for
our patients, this renaissance of chromatin biology will
bring a revolution in cancer medicine.
What epigenetic drugs have reached the clinic or
are in clinical development so far?
Small-molecule modulators of transcriptional pathways
have been in use in the clinic for many years. Tamoxifen
(targeting the estrogen receptor in breast cancer), bicalu-
tamide (targeting the androgen receptor in prostate can-
cer) and all-trans retinoic acid (targeting the retinoic
acid receptor fusion in acute promyelocytic leukemia)
have been among the most meaningful anticancer
agents for many years. These molecules bind and dis-
rupt the function of transcription factors, firmly valid-
ating transcriptional therapy in cancer. However, significant
challenges exist in discovery chemistry when moving
beyond factors such as these that possess ligand-binding
domains.
We therefore seek to develop molecules that modulate

accessory factors, known or previously unrecognized,
that are mechanistically required for master regulatory
transcription factor function. The field has already pro-
duced US Food and Drug Administration-approved drugs
targeting chromatin-associated enzymes, such as DNA
methyltransferases (for example, azacitidine, Celgene,
New Jersey, USA; and decitabine, MGI Pharma, Minnesota,
USA), and histone deacetylases (for example, Vorinostat,
Merck Research Laboratories, New Jersey, USA; Romidep-
sin, Celgene). The historic ease of targeting enzymes with
small molecule therapeutics has recruited significant effort
to inhibit the writers and erasers of chromatin, such as
lysine methyltransferases and lysine demethylases, respect-
ively. This second wave of small molecules includes inhibi-
tors of the DOT1L and EZH2 lysine methyltransferases,
inhibitors of the LSD1 lysine-specific demethylase, and in-
hibitors of the isocitrate dehydrogenase 2 enzyme (IDH2, a
metabolic enzyme which when mutated causes the produc-
tion of high concentrations of an epimetabolite that modu-
lates chromatin structure).
Broadly speaking, the majority of transcription factors

function by protein-protein interaction, and abrogating
such interactions has proven challenging in the discip-
line of ligand discovery. As an academic group, we were
comfortable approaching this challenge and created the first
inhibitors of epigenomic ‘reader’ proteins. Bromodomain-
containing proteins recognize acetylated lysine in active re-
gions of transcription, recruiting other co-activator proteins
to enforce transcription, as we have learned, of master regu-
latory transcription factors such as MYC. By displacing
the BET family of bromodomains with a first direct-acting
small-molecule inhibitor, JQ1, MYC transcription is im-
paired and MYC-addicted cancer cells die, senesce or
terminally differentiate. We hope this research opens a new
avenue of transcriptional drug discovery.
Overall, there is a rich pipeline of molecules in this

class at various stages of preclinical development, sug-
gesting that over the next decade this research – now in
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the clinic – will define the scope and impact of targeting
epigenomic pathways in cancer.

Which of these strategies do you think would be
the most promising for epigenetic cancer
therapy?
This is a very difficult question for the broader research
community to answer in the fullness of time. I do be-
lieve, as an academic chemical biologist, that empowering
the community with high-quality small-molecule probes
will allow directed science to tease out the killer oppor-
tunities for definitive therapeutic development. With that
said, these drugs must be developed wherever somatic
alterations of the target oncogene exist. IDH2 inhibitors
are naturally being developed for IDH2-mutant leukemia,
EZH2 inhibitors are being studied in EZH2-altered B-cell
lymphoma, and our BET inhibitors are actively being
studied in BET-rearranged lung cancer and BET-rearranged
head and neck cancer (so-called NUT midline carcinoma).
I would also advocate for the development of these
new compounds in context-specific dependencies, such
as DOT1L inhibition with MLL-rearrangement in pediatric
leukemia or BET inhibition with MYC or MYCN addiction.

What are the main challenges in drugging the
cancer epigenome as opposed to other molecular
targets?
A number of challenges exist. First, transcriptional
targets reside in the nucleus, which restricts the use of
therapeutic technologies significantly. Immunoglobulins,
peptides and nucleic acids lack the delivery properties to
target epigenomic pathways with the efficiency of deliv-
ery required for a cancer therapeutic. Therefore, a major
opportunity exists in the science of therapeutics to de-
velop classes of agents and modes of delivery that would
expand the arsenal of technologies available for disrupt-
ing gene regulatory pathways.
Second, gene regulatory pathways function largely

via macromolecular assembly. Interfacial protein bind-
ing surfaces are often extensive, lacking the hydropho-
bic invaginations into which small molecules efficiently
bind. Our positive experience targeting bromodomain-
histone interactions argues that disrupting transcrip-
tional complexes with high ligand efficiency is feasible,
and therefore argues for the detailed functional and
structural dissection of biophysical assemblies for sites
of interaction well-suited to small-molecule discovery
chemistry. In truth, these challenges are conceptual.
Groups comfortable with assuming the risk and hori-
zon of research required to develop transcriptional in-
hibitors will find success.
Third, we need much better measurements to guide the

use of these therapies. Where tumors possess putative
oncogenic drivers as somatic alterations, it is compelling
to study small molecules that target these oncogenic
alleles in patients that possess them. This is now obvious.
The development of small molecules targeting epigenomic
pathways will naturally benefit from new types of epige-
nomic biomarkers, such as for measurements of chromatin
structure and function that confirm target engagement, for
reporting on drug action and for predicting a favorable
therapeutic response. While this science is rapidly emer-
ging at the bench, few epigenomic biomarkers have yet to
reach the clinical interface.
Finally, we face a general challenge in the availability of

instructive prototype inhibitors. If you ask most disease
biologists, they will readily bemoan the lack of potent and
selective chemical probes for targets or pathways of inter-
est. Furthermore, when new drug molecules or probes are
created, there is typically a lack of immediate and unre-
stricted availability. I experienced this throughout my own
research training. So in our laboratory we have under-
taken a social experiment, of sorts, to make chemical
probes arising from our research freely and immediately
available to research laboratories, importantly without
restrictions on use or on amount of compound needed. It
is early days in this experiment, but already we have ob-
served an increase in publications around BET bromodo-
mains, many of which utilize the JQ1 chemical probe. We
plan to collect more sophisticated data, using relevant lit-
erature controls, so please stay tuned. Fundamentally, we
believe that a more open-source approach to drug discov-
ery could massively accelerate pre-clinical research time-
lines and expand the scope of research beyond even our
own hypotheses.
Other challenges exist such as a decline in federal

funding for research, challenges to efficient collabor-
ation between the biotechnology and pharmaceutical
industries, and others, but I firmly believe that this is a
time of incredible excitement and optimism. In our
field today, there is a palpable sense of progress and
impact.

How do you see this area of drug discovery
developing in the next 5 to 10 years?
The next 10 years will surely be marked by an acceleration
in epigenomic technology development, the mechanistic
dissection of somatic alterations in chromatin-associated
factors in cancer, the validation of new context-specific
targets, the early understanding of epigenomic drug resist-
ance, a proliferation of epigenomic research beyond
cancer (for example, inflammation and cardiovascular
disease), the discovery of new small-molecule modula-
tors of chromatin-associated factors and the definitive
development of second-wave epigenomic therapies. My
greatest hope for our field is that mechanistic insights and
clinical science successfully mature these new technolo-
gies into breakthrough therapies for patients.
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Abbreviation
IDH2: Isocitrate dehydrogenase 2.

Competing interests
Drug-like derivatives of small-molecule probes of gene regulatory targets
developed by Dr Bradner and the Bradner laboratory have been licensed
to Tensha Therapeutics, Acetylon Pharmaceuticals, SHAPE Pharmaceuticals
(now TetraLogic Pharmaceuticals), and Syros Pharmaceuticals. Dr Bradner
and the Dana-Farber Cancer Institute have been granted minority equity
in these companies. Dr Bradner served on the Scientific Advisory Board of
Agios Pharmaceuticals, for which he was also granted a minority equity
consideration.

Reference
1. Beroukhim R, Mermel CH, Porter D, Wei G, Raychaudhuri S, Donovan J,

Barretina J, Boehm JS, Dobson J, Urashima M, Mc Henry KT, Pinchback RM,
Ligon AH, Cho YJ, Haery L, Greulich H, Reich M, Winckler W, Lawrence MS,
Weir BA, Tanaka KE, Chiang DY, Bass AJ, Loo A, Hoffman C, Prensner J,
Liefeld T, Gao Q, Yecies D, Signoretti S, et al. The landscape of somatic
copy-number alteration across human cancers. Nature. 2010; 463:899–905.

doi:10.1186/s13073-014-0123-1
Cite this article as: Bradner: From transcriptional regulation to drugging
the cancer epigenome. Genome Medicine 2014 6:123.


	Abstract
	Introduction
	How did your interest in transcriptional regulation and epigenomics begin?
	Why do you think this area of research, of drugging the cancer epigenome, is gaining importance right now?
	What epigenetic drugs have reached the clinic or are in clinical development so far?
	Which of these strategies do you think would be the most promising for epigenetic cancer therapy?
	What are the main challenges in drugging the cancer epigenome as opposed to other molecular targets?
	How do you see this area of drug discovery developing in the next 5 to 10 years?
	Abbreviation
	Competing interests
	Reference


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


