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The Hippo pathway has been long understood as 
a valuable signaling cascade associated with the 
development of disease. Why does this pathway 
represent such huge therapeutic potential? 

Stephen Gwaltney: The Hippo pathway is a highly 
conserved signalling cascade that is a key regulator 
of cell proliferation and organ growth. Pathway 
activation restrains pro-growth genetic programs, 
and several pathway nodes are therefore classified 
as tumor suppressors. Mutations in these tumor 
suppressors are well documented and can be found 
in ~10% of solid tumors, potentially representing a 
targetable driver in a large population of patients 
including subsets of mesothelioma, lung cancer 
and other cancers.  In addition, dysregulation 
of the Hippo pathway has been implicated as a 
resistance mechanism for other targeted therapies 
such as EGFRi, MEKi, etc.  We are especially excited 
about the potential benefits of combining our TEAD 
inhibitors with these agents, since doing so may 
delay progression of disease and extend survival.

Jeff Ecsedy: I think it’s down to two things mainly. 
First of all, yes, the pathway for a long time has 
been known to be associated with different 
diseases including cancer. Our interest as a field 
in this pathway is based in large part on the high 
incidence of activated mutations in this pathway 
that are linked to the aetiology of numerous 
cancer types. And secondly, over the last decade 
or more it’s becoming increasingly recognised that 
the Hippo pathway plays an important role in 
compensatory mechanisms in the presence of other 
chemo and targeted therapies. 

Michelle Zhang: Yeah, I totally agree with Jeff.
There are two key angles that are making this 
pathway critical for our anti-cancer campaigns. 
We have this dysregulated pathway, with either 
mutation or abnormal activation of the pathway 
leading to specific cancer tumorigenesis, and the 
associated resistant mechanisms in numerous 
targeted oncology therapies, which are related to 
the compensatory activation of this pathway.

We have seen this community make significant 
milestones in recent years, with TEAD/YAP 
proving a promising therapeutic target. How has 
the development of TEAD/YAP inhibitors changed 
the game for targeting the Hippo pathway?

Stephen Gwaltney: Historically, transcription 
factors have been considered “undruggable.”  New 
methodologies are changing this.  In the case of 
TEAD, the discovery that blocking palmitoylation in 
the central hydrophobic pocket leads to disruption of 
signalling, presumably by destabilizing protein-protein 
interactions with co-activators such as YAP or TAZ, has 
made targeting the pathway much more feasible.

Jeff Ecsedy: The Hippo pathway for a long time 
was largely considered an intractable pathway 
with regard to developing drugs. Essentially, it 
was based on the fact that there were no obvious 
druggable nodes within the pathway. There have 
been a couple of things which have been key to the 
advancement of the field. Firstly, understanding 
the Hippo pathway biology, but also, the 
development of advanced tools for drug discovery 
has really changed that and that’s why I think this 
is exciting progress in this space. With regards 
to Hippo pathway biology, there have now been 
identified druggable nodes within the pathway, 
and most notably is within the TEAD transcription 
factors. And so, this is kind of a second interface in 
which a lot of companies are starting to consider 
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targeting this pathway, by going after this key 
interaction between the transcription factors.

Michelle Zhang: There are also companies start 
looking at the TEAD pocket, with degradation as 
an additional modality to target this pathway. 
There is definitely a lot of progress being made and 
especially around the TEAD target and different 
ways to target this molecule. I think it’s going to 
be a very exciting year to see you know, as we see 
more clinical data coming out.

As we see more and more success in targeting 
the Hippo pathway, it is evident that the 
community of those working to target this 
valuable signaling cascade keeps growing. What 
excites you most about the progress in this 
space? What do you expect to see come out of 
2022? 

Stephen Gwaltney: I think we are all eager to see 
the initial data from the TEAD inhibitors currently in 
the clinic.  This will provide additional validation for 
the area and further energize our work.  It is likely 
that some of this data will be announced this year.  

Michelle Zhang: I think at the end of the year some 
front runners will have completed clinical trials and 
will have some initial clinical data.  There are key 
palmitoylation inhibitors as well as protein-protein 
interaction disruptors, and it is also going to be 
interesting to see if there is some difference between 
the two modalities. The field is rapidly evolving with 
a lot of new players joining  the playing field and I 
can see many new findings, not only in mechanism 
of actions, but understanding different targets in 
the pathway, as well as the initial readout for clinical  
signal.

Despite this success, the community are yet to 
see success in the status of a Hippo pathway 
targeted therapy for the treatment of cancer. 
What do you perceive as the critical hurdles or 
fundamental questions that exist within this 
community?

Stephen Gwaltney: In oncology drug development, it 
is common for preclinical data to translate poorly into 
clinical results.  The promise of targeting the Hippo 
pathway to treat cancers needs clinical validation.  

Michelle Zhang: I wonder if it is too early. Drug 
discovery and development takes time. Clinical 
trials didn’t start until a while ago, and so I am not 
surprised we need a little more time. That being 
said, we also know there’s a therapeutic index 
question, and it is well known that there  is a on-
target kidney toxicity for TEAD inhibition. It will be 

interesting to see that if we are targeting the Hippo 
pathway and TEAD specifically, will we have a large 
enough therapeutic window to really have some 
exciting and effective drugs coming out of this. 

Jeff Ecsedy: The Hippo pathway is a known and 
well described developmental pathway, and so 
therefore understanding the potential safety 
liabilities are with perturbing this pathway is 
critical. Also, understanding this relative to the 
clinical benefit that will eventually start to emerge 
from the ongoing and future studies is key, and 
ultimately using that to get a sense of what the 
overall benefit risk is for this mechanism.

Beyond oncology, the Hippo pathway has 
exciting therapeutic applications within 
regenerative medicine and immune therapies. 
What do you think will be the next steps in 
ensuring these therapeutics can reach the 
patient?

Jeff Ecsedy: Oncology is where most of the 
emphasis has been to date and the important part 
of that is that is really allows us to understand the 
relative risk-benefit ratio in cancer patients by 
inhibiting this particular pathway. Then once we 
have a better insight into that, then we can start 
thinking about how it can be developed in other 
indications as well. And so, 

 It really is kind of an iterative 
process starting with oncology,  
but then potentially then expanding   
to other disease areas outwards. 

Michelle Zhang: Of course, Ikena is focused on 
oncology, and we are not investing in the other 
indications yet. But I do know there are other 
companies in this space that are exploring 
activating the pathway for a regenerative medicine 
approach. Of all this learning from oncology or 
regenerative medicine, they feed into each other to 
help us understand this critical piece of therapeutic 
index, clinical benefit versus safety. It’s the flip side 
of the same coin, and this is just like, what we can 
learn from a immune oncology versus inflammation, 
which I think is going to mutually beneficial.

As a leading company within the Hippo pathway 
community, what insights will you be sharing with 
our audience at the Hippo Pathway Summit?

Stephen Gwaltney: We have identified novel 
small molecules that bind to the TEAD auto-



palmitoylation pocket; these compounds are 
highly potent, orally bioavailable, and active 
against multiple cancer cell lines.  In vivo models 
of Hippo pathway-altered xenografts showed 
that our inhibitors deliver consistent monotherapy 
activity, with dose-dependent and durable tumor 
regressions achieved at well-tolerated doses.

Jeff Ecsedy: We’ll be introducing our TEAD inhibitor, 
IK-930, and sharing a significant amount of the 
preclinical characterization of that molecule. We’ll 
then also be talking about some of our preclinical 
studies looking at the benefit of combining IK-
930 with other targeted therapies and ultimately 
collectively how all of that work has been used 
to inform our current early clinical development 
strategy for the program.

What are you most looking forward to about 
the Hippo Pathway Targeted Drug Development 
Summit and why do you think it is important that 
this event takes place?

Stephen Gwaltney: As a community, we are driven 
to find answers for patients.  The exchange of 
ideas amongst scientists can spur us on to new 
discoveries and ultimately to better drugs.  I am 
excited about gathering with others working in 
Hippo pathway drug discovery and development, 
discussing the state of the art and where we need 
to go next.

Michelle Zhang: We are very open to share our 
lessons learned and then we are also going to 
learn from other individuals in the field. That is 
why such a meeting is great. We are bringing all 
key parties into the same room to have a great 
scientific exchange and learn from each other to 
really advance the field as fast as possible. This 
is a very exciting time for this community. There’s 
three molecules in clinical trial and we are on the 
verge of seeing some clinical signal, there’s also so 
many new players, so many different modalities 
targeting the pathway with the same target. It is 
very exciting to hear from people from different 
companies, hear their progress, learnings, new 
findings and really help each other out! 

Jeff Ecsedy: Over the last couple of years, 
there’s been significant investment in terms 
of understanding the therapeutic potential of 
targeting the Hippo pathway. This meeting 
provides an opportunity - and an intersection 
actually - of academic and industry researchers to 
come together and share what we’ve learned over 
the last several years.
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Leveraging TEAD, YAP & TAZ to Control Transcriptional Outputs 
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 There’s a great opportunity 
to combine inhibitors within this 
pathway with other targeted 
inhibitors in combination to 
overcome different mechanisms of 
resistance. 

https://hippo-drugdevelopment.com/whats-on/full-event-guide/

