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Targeting MYC through WDR5
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ABSTRACT
The oncoprotein transcription factor MYC is overexpressed in most cancers and is responsible for hundreds of
thousands of cancer deaths worldwide every year. MYC is also a highly validated – but currently undruggable –
anti-cancer target. We recently showed that breaking the interaction of MYC with its chromatin co-factor WD
repeat-containing protein 5 (WDR5) promotes tumor regression inmouse xenografts, laying the foundation for
a new strategy to inhibit MYC in the clinic.
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The rise of molecularly targeted therapies has introduced an era
of precision oncology that promises more effective cancer treat-
ments with less harmful side effects. The number of targets for
such therapies has increased considerably in recent years, fueled
by an increase in understanding of the key processes and vulner-
abilities in specific cancer settings and evolving views of what is
considered druggable via pharmacologic means. Ultimately, it
may be possible for clinicians to give patients a cocktail of
targeted therapies that are precisely tuned to the molecular
drivers of their disease. But given the disparate nature of the
more than 100 human cancer types, and diminishing returns
associated with pursuing pinpointed therapies against more and
more specific cancer drivers, it is also important that we do not
lose sight of those targets that would have shared therapeutic
value across the majority of malignancies. And when thinking
about common targets that fit the bill, one of the most important
and potentially impactful is the emperor of all oncogenes:MYC.

The term “MYC” refers to a family of three DNA-binding
transcription factors (c-, N-, and L-MYC) that dimerize with
their obligate partner MAX to modulate the expression of
genes linked to growth and proliferation.1 In normal cells,
MYC proteins are tightly controlled by mechanisms that limit
their expression or activity. But in cancer cells, mutations –
either within the MYC genes or in other oncogene or tumor
suppressor pathways – override these restrictive mechanisms,
unleashing the potential of MYC to drive the cell cycle,
promote protein synthesis, reprogram metabolism, induce
genome instability, and defeat critical tumor surveillance
pathways.1 Because loss of any one of a number of regulatory
mechanisms can induce or dysregulate MYC, and due to the
profound pro-tumorigenic consequences of MYC induction,
loss of control of MYC is considered a hallmark of cancer.2

Indeed, most cancers overexpress at least one MYC family
member, and conservative estimates suggest that one-third of
all cancer deaths can be directly attributed to MYC

activation.1 Based on these metrics, and what is known
about the proteins themselves, a strong argument can be
made for the case that it is impossible to establish, progress,
or maintain the malignant state without the involvement
of MYC.

Accordingly, there is great interest in the notion that
targeting MYC could form the basis of a broadly-effective
anti-cancer therapy. Time and time again, experimental inac-
tivation of MYC in preclinical mouse models promotes tumor
regression,3 even in cases where MYC is not the primary
oncogenic lesion.4 On one hand, therefore, MYC is consid-
ered a highly-validated anti-cancer target. On the other hand,
however, the absence of well-structured surfaces on MYC that
are amenable to small molecule inhibition also renders it
currently undruggable. Some advances have been made in
protein-based approaches toward MYC inhibition,5 but in
terms of routes that could produce drug-like MYC inhibitors
the outlook is poor, and the goal of pharmacologically inhi-
biting MYC remains frustratingly out of reach … Or does it?

In 2015, we reported the identification of WD repeat-
containing protein 5 (WDR5) – a component of multiple
histone modifying complexes6 – as a critical factor that facil-
itates target gene recognition and tumorigenesis by MYC
(Figure 1).7 We solved the X-ray crystal structure of part of
MYC in complex with WDR5, and proposed that small mole-
cules that bind the “MYC site” of WDR5 could be developed
that would block the MYC–WDR5 interaction, displacing
MYC from chromatin and disabling its tumorigenic function.
If targeting the MYC–WDR5 nexus is to become a viable anti-
cancer approach, however, several obstacles need to be over-
come. We need to expose the gene networks controlled by
MYC and WDR5 and ask if they are connected to the core
tumorigenic functions of MYC. We need to know if disrupt-
ing the MYC–WDR5 connection in the context of an existing
cancer will promote tumor regression. And we need some way

CONTACT William P. Tansey william.p.tansey@vanderbilt.edu Department of Cell and Developmental Biology, Vanderbilt University School of Medicine, 465
21st Avenue South, Nashville, TN 37232

MOLECULAR & CELLULAR ONCOLOGY
2020, VOL. 7, NO. 2, e1709388 (3 pages)
https://doi.org/10.1080/23723556.2019.1709388

© 2020 The Author(s). Published with license by Taylor & Francis Group, LLC.
This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial-NoDerivatives License (http://creativecommons.org/licenses/by-nc-nd/4.0/),
which permits non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited, and is not altered, transformed, or built upon in any way.

http://orcid.org/0000-0003-0247-2741
http://orcid.org/0000-0002-9940-3795
http://orcid.org/0000-0001-5957-6192
https://crossmark.crossref.org/dialog/?doi=10.1080/23723556.2019.1709388&domain=pdf&date_stamp=2020-02-14


to pharmacologically target WDR5. Our recent studies have
begun to overcome these obstacles.8,9,10

In our most recent paper,10 we studied the MYC–WDR5
connection in the context of Burkitt lymphoma, which is driven
by a chromosomal translocation that places MYC expression
under control of a potent immunoglobulin heavy chain enhan-
cer. We learned that MYC and WDR5 co-bind to a fairly small
group of genes that are manifestly connected to protein synth-
esis, including those encoding more than half of the proteins in
the ribosome. This is an important point of intersection for
MYC and WDR5, because the ability of MYC to drive biomass
accumulation has long been recognized as a fundamental part of
its oncogenic repertoire.1 By establishing a system to exchange
wild-type for mutant MYC proteins in the Burkitt lymphoma
setting, we confirmed that interaction withWDR5 is required to
recruit MYC to chromatin at these genes. These MYC/WDR5
co-bound sites display a paucity of perfect E-boxes – MYC’s
preferred binding sequence – consistent with the idea that
WDR5 facilitates MYC recruitment to chromatin at sites with
sub-prime DNA sequence information. Importantly, we also
showed that exchanging wild-type for WDR5-interaction

defective MYC in the context of an established tumor promotes
rapid and profound tumor regression. Thus, from a therapeutic
perspective, these data demonstrate that disrupting the MYC–
WDR5 interaction has real anti-cancer potential.

We have discovered small molecules that bind theMYC site on
WDR5 and disrupt the MYC–WDR5 interaction.9 These mole-
cules require further refinement before extensive cell- or animal-
based testing can begin. But for those who read our Burkitt
lymphoma study closely,10 there is a strong sign that MYC-site
inhibitors may not be absolutely needed to target MYC through
WDR5.

In separate studies,8 we discovered potent small molecule
inhibitors against a second site on WDR5 known as the “WIN
(WDR5-interaction) site”6 (Figure 1). WIN site inhibitors were
originally discovered with the intention of treating leukemias
bearing MLL1 gene rearrangements, and every indication is
that they will have utility in that context. In the course of char-
acterizing these inhibitors, we learned that they act by promoting
the wholesale eviction of WDR5 from chromatin. We do not
know how the WIN site tethers WDR5 to chromatin. But if
WDR5 is evicted from chromatin by our WIN site inhibitors,

Figure 1. Facilitated recruitment of MYC to chromatin by WD repeat-containing protein 5 (WDR5) provides a new opportunity to therapeutically target MYC. In the
facilitated recruitment paradigm, target gene recognition by MYC is an avidity-driven process that depends on (a) the inherent affinity of the DNA-binding domain
(DBD) of MYC and MAX for a DNA sequence and (b) interaction of MYC with a pre-bound and proximal molecule of WDR5. In Burkitt lymphoma cells, there are fewer
than 100 sites of facilitated recruitment, but most of these occur at “protein synthesis genes” (PSG), which are known to be important for the oncogenicity of MYC.
The dependency of MYC on WDR5 to bind to and regulate these genes creates the opportunity to target MYC through WDR5. Small molecule inhibitors against the
MYC site of WDR5 should leave WDR5 on chromatin but displace MYC. This prediction has not yet been tested. Small molecule inhibitors against the WIN (WDR5-in
teraction) site are known to displace WDR5 from chromatin, and our recent paper7 reports that MYC is also displaced from chromatin at PSGs. ‘TAD’ refers to the
transcriptional activation domain of MYC. ‘TSS’ is transcriptional start site. E-box motifs are variations on the sequence ‘CACGTG”.
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we reasoned, then MYC should be evicted with it at co-bound
genes. Indeed, we showed that WIN site inhibition is as effective
at displacing MYC from chromatin at protein synthesis genes as
genetic disruption of the MYC–WDR5 interaction10 –
a manipulation that, as mentioned above, causes rapid and
complete tumor loss. The effect ofWIN site inhibitors on recruit-
ment of MYC to chromatin is a notable advance with real
practical consequences: The WIN site of WDR5 is much more
druggable than the MYC site, and there are several groups that
have distinct WIN site inhibitors that – in light of our recent
work – could be repurposed for targeting MYC.

We certainly have a long row to hoe in terms of bringing
WDR5 inhibitors to the clinic as a way to thwart MYC function
in cancer cells. But the foundation laid by our recent work –
particularly the unexpected potential of WIN site inhibitors as
anti-MYC agents – brings us one step closer to breaking the
decades long stalemate and chaperones MYC into the druggable
universe.
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