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ABSTRACT
Evading the antitumor immune response is important for the survival and progression of cancer. Recently,
we identified an unexpected role for nuclear Focal Adhesion Kinase (FAK) activity in the control of tumor
Treg levels and immune evasion by regulating chemokine and cytokine transcription in cancer cells. We
proposed a potentially new purpose for FAK kinase inhibitors, which can cause immune-mediated tumor
regression.
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Commentary

Unleashing the antitumor immune response is proving to be a
very exciting therapeutic option in the fight against cancer.
Recently, we reported a new and surprising function for FAK
in regulating the immuno-suppressive tumor environment.1

This led us to propose repurposing FAK inhibitors as a new
class of immuno-modulatory therapy.

Briefly, we noticed that the ability of FAK-deficient tumor
cells (in our case Squamous Cell Carcinoma (SCC)s from which
fak had been deleted) to grow was quite different in mice that
had a functional adaptive immune system (the syngeneic FVB
host) when compared to mice that did not (CD1 nude mice). It
transpired that nuclear FAK activity drives selective chemokine
and cytokine transcription, resulting in dysfunction of cyto-
toxic CD8C T-cells and elevated intra-tumoral Tregs—together
causing suppression of the CD8C T-cell antitumor immune
response (Fig. 1). Lying at the heart of this immuno-modula-
tory activity was a FAK-regulated chemokine ligand-receptor
paracrine signaling axis between SCC cancer cells and tumor-
infiltrating Tregs. What we uncovered was a function for FAK
in controlling tumor evasion via induction of an immuno-sup-
pressive tumor microenvironment.

These findings were surprising for a number of reasons:
First, when FAK is examined by microscopy, it appears to

localize predominantly to integrin complexes at sites of cell
adhesion to extracellular matrix—the so-called focal adhesions
(FAs). As such, we assumed its role in cancer was most likely
biological processes controlled by intracellular signaling from
FAs, as have been documented over the years, e.g. adhesion,
polarization, migration, invasion and survival.2 FAK is upregu-
lated in many cancers,2 and small molecule inhibitors from sev-
eral pharmaceutical companies are in clinical development,3,4

with some showing clinical activity as a single agent.5 What our
work suggests is that good responses to FAK inhibitors may be

via effects on the immune system, possibly in addition to the
more widely predicted tumor cell autonomous effects on sur-
vival, proliferation and invasion.

Secondly, we had not considered that the most profound
effects of FAK in cancer might come from its activities in the
nucleus. In fibroblasts, endothelial cells and muscle cells, low
steady-state levels of nuclear FAK have been identified, with
increased nuclear accumulation occurring in response to cellu-
lar stress.6 We found no evidence of nuclear FAK in normal
skin keratinocytes (although we did not subject these to stress),
implying that nuclear accumulation of FAK in malignant kera-
tinocyte SCCs was associated with the cancerous phenotype.
This raises the exciting possibility that the immuno-regulatory
function of nuclear FAK may be ‘specific’ to cancer, providing
a window of therapeutic opportunity. While the full extent of
FAK’s nuclear functions remain to be elucidated, we note that
activated (phosphorylated on Tyr-397) nuclear FAK has been
identified as a prognostic indicator of poor clinical outcome in
colorectal cancer.7

Finally, having discovered that nuclear FAK was driving an
immuno-suppressive environment, we were further surprised
to find that FAK was associated with chromatin, and in wider
proteomic and contextualized network analysis (using Ccl5 as
the exemplar FAK-regulated promoter), that FAK binds to
components of the basal transcription machinery and upstream
regulators of key sequence-specific transcription factors. While
the mechanisms that govern specificity require to be worked
out, we conclude that FAK scaffolds, in a kinase dependent
manner, selective regulators of chemokine transcription, in
turn leading to Treg recruitment and immune evasion.

Our findings raise a number of interesting corollaries. Since
FAK inhibitors are broadly well tolerated, and we do not know
of any autoimmune side effects, these may have direct thera-
peutic benefit with relatively minimal side effects when the
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tumor cells are immunogenic. Using an FAK inhibitor cur-
rently in clinical development (clinicaltrials.gov
NCT01849744), VS-4718,4 we observed immune-mediated
SCC tumor regression (effectively curing these mice), and this
was associated with decreased intra-tumoral Tregs and an ele-
vated antitumor CD8C T-cell response.

Of course, not all tumors are highly immunogenic, and
tumor-associated cytotoxic T cells typically have an exhausted
phenotype—features that need to be overcome in therapeutic
approaches. In pre-clinical murine cancer models, targeting
components of the immuno-suppressive microenvironment
including Tregs (and macrophages) has successfully released
the brake on antitumor immunity, either alone or in combina-
tion with agents that stimulate T cell activity.8,9 In man, target-
ing the tumor immune environment has changed the treatment
of melanoma; indeed, a clinical study combining agents that
target Programmed Death Receptor-1 (PD-1) and Cytotoxic-
T-Lymphocyte-associated Antigen-4 (CTLA-4), reported an
impressive 53% of patients with an objective response resulting
in greater than 80% reduction in tumor burden.10 While there
is ‘wind in the sails’ of immunotherapy as a potent arsenal in
the fight against cancer, there is also the realization that modu-
lating immune cell populations can result in severe autoim-
mune side effects, likely due to disrupting important
homeostatic functions. For example, the impressive response
rate of the combination of nivolumab (anti-PD-1) and ipilimu-
mab (anti-CTLA-4) in melanoma was accompanied by sub-
stantial side effects (clinical grade 3–4) in greater than 50% of
patients.10 Therefore, while significant progress has been made,
and is undoubtedly hugely exciting, we need to find alternative

effective combinations with improved tolerability. We propose
that FAK inhibitors may represent one new class of better-tol-
erated immuno-modulatory agents. These could complement
existing immunotherapy treatments, such as checkpoint block-
ade inhibitors, and clinical studies testing this hypothesis are
planned.
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Figure 1. Schematic summary of our current understanding of how FAK signaling in SCC cells contributes to evasion of the antitumor immune response.

e1119356-2 A. SERRELS AND M. C. FRAME

http://dx.doi.org/26406376
http://dx.doi.org/10.1016/j.cell.2015.09.001
http://dx.doi.org/16069815
http://dx.doi.org/10.1038/nrc1647
http://dx.doi.org/18339875
http://dx.doi.org/10.1158/0008-5472.CAN-07-5155


4. Shapiro IM, Kolev VN, Vidal CM, Kadariya Y, Ring JE, Wright Q,
Weaver DT, Menges C, Padval M, McClatchey AI et al. Merlin defi-
ciency predicts FAK inhibitor sensitivity: a synthetic lethal relation-
ship. Sci Transl Med 2014; 6:237ra68; PMID:24848258; http://dx.doi.
org/10.1126/scitranslmed.3008639

5. Soria J-S, Gan HK, Arkenau H-T, Blagden SP, Plummer R, Ranson M,
Evans TRJ, Zalcman G, Bahleda R, Hollebecque A et al. Phase I clini-
cal and pharmacologic study of the focal adhesion kinase (FAK)
inhibitor GSK2256098 in pts with advanced solid tumors. J Clin
Oncol 2012; 30:suppl: abstr 3000

6. Lim ST. Nuclear FAK: a new mode of gene regulation from cellular
adhesions. Mol Cells 2013; 36:1-6; PMID:23686429; http://dx.doi.org/
10.1007/s10059-013-0139-1

7. Albasri A, Fadhil W, Scholefield JH, Durrant LG, Ilyas M. Nuclear
expression of phosphorylated focal adhesion kinase is associated with
poor prognosis in human colorectal cancer. Anticancer Res 2014;
34:3969-74; PMID:25075018

8. Bos PD, Plitas G, Rudra D, Lee SY, Rudensky AY. Transient regula-
tory T cell ablation deters oncogene-driven breast cancer and enhan-
ces radiotherapy. J Exp Med 2013; 210:2435-66; PMID:24127486;
http://dx.doi.org/10.1084/jem.20130762

9. Zhu Y, Knolhoff BL, Meyer MA, Nywening TM, West BL, Luo J,
Wang-Gillam A, Goedegebuure SP, Linehan DC, DeNardo DG.
CSF1/CSF1R blockade reprograms tumor-infiltrating macrophages
and improves response to T-cell checkpoint immunotherapy
in pancreatic cancer models. Cancer Res 2014; 74:5057-69;
PMID:25082815; http://dx.doi.org/10.1158/0008-5472.CAN-13-
3723

10. Wolchok JD, Kluger H, Callahan MK, Postow MA, Rizvi NA,
Lesokhin AM, Segal NH, Ariyan CE, Gordon RA, Reed K et al.
Nivolumab plus ipilimumab in advanced melanoma. N Engl J
Med 2013; 369:122-33; PMID:23724867; http://dx.doi.org/10.1056/
NEJMoa1302369

ONCOIMMUNOLOGY e1119356-3

http://dx.doi.org/24848258
http://dx.doi.org/24848258
http://dx.doi.org/23686429
http://dx.doi.org/10.1007/s10059-013-0139-1
http://dx.doi.org/25075018
http://dx.doi.org/24127486
http://dx.doi.org/10.1084/jem.20130762
http://dx.doi.org/10.1158/0008-5472.CAN-13-3723
http://dx.doi.org/10.1158/0008-5472.CAN-13-3723
http://dx.doi.org/10.1056/NEJMoa1302369
http://dx.doi.org/10.1056/NEJMoa1302369

	Abstract
	Commentary
	Disclosure of potential conflicts of interest
	Funding
	References

