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The Disappointment of TLR Agonists as Cancer
Immunotherapeutic Drug
Interleukin-1 receptor-associated kinase (IRAK) family consists
of four members: IRAK1, IRAK2, IRAK3/M and IRAK4. They are key
downstream mediators of toll-like receptor (TLR) and interleukin-1
receptor (IL1R) pathways. In particular, TLR, a family of transmembrane pattern recognition receptor (PRR), play a crucial role
in the induction of innate and adaptive immune responds against
microbial infection, tissue injury and also cancer. As PRR, the 11
members of TLR family can each recognize distinct pathogenassociated molecular patterns (PAMPs) [e.g. lipopolysaccharide
(LPS), flagellin] or damage-associated molecular patterns (DAMPs)
[e.g. high-mobility group box 1 (HMGB1), DNA and RNA], and
initiate immune responds via IRAK signaling. Upon binding
of PAMPs or DAMPs to TLRs, myeloid differentiation primary
response protein 88 (MyD88) adaptor proteins is recruited to TLRs
via toll-interleukin-1 receptor (TIR) domain on both molecules.
MyD88 then associates with IRAK4 and IRAK2 to form the MyD88/
IRAK4/IRAK2 Myddosome complex, which activate IRAK1 through
IRAK4-dependent phosphorylation. Activated IRAK1 then detached
from the complex and binds the E3 ubiquitin ligase tumor necrosis
factor receptor (TNFR) associated factor 6 (TRAF6), which lead
to the activation of two distinct pathways: activator protein 1 (AP1) transcription factor thorough activation of MAP kinases and
NF-κB transcription factor through activation of IκB kinase (IKK)
complex. On the other hand, the negative regulator IRAK3/M works
by inhibiting the dissociation of Myddosome and thus preventing the
activation of downstream signaling.
Naturally, in concordance with their immune-surveillance
role, TLRs are predominantly expressed on immune defense
related tissues (e.g. spleen, peripheral blood leukocytes) or those
that encounter external environment (e.g. gastrointestinal tract,
liver and lung) [1]. Engagement of TLR initiates rapid activation of
immune cells including natural killer (NK) cells, dendritic cells (DC)
and macrophages; and induction of a range of pro-inflammatory
cytokines including IFN- α, IFN- γ, TNF- α, IL-1, IL-6 and IL-12.
Furthermore, TLRs is imperative for T cells responses through TLRsmediated activation of antigen presenting cells (APCs), particularly
DCs, by augmenting their expression of costimulatory molecules
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such as CD155 and antigen-presenting activity [2]. The potential of
TLRs activation to boost anti-tumor immune response and hamper
immune tolerance has made it an attractive target for the development
of cancer immunotherapy. The history of TLR pathway targeted
therapy actually dates back to 1890s when Dr. William Coley observed
spontaneous tumor regression in cancer patients who experienced
post-surgical infections [3]. Coley’s toxins were later developed based
on the idea that microbial products could provoke antitumor immune
responses and leads to tumor regression [3]. This forms the basis of
today’s anticancer TLR agonist immunotherapy. TLR agonists were
first introduced with high hope as immunotherapeutic agents to
treat cancer and several TLR agonists have gone on to clinical trials
[4]. However, despite promising results from research studies, TLR
agonists continue to disappoint as clinical drugs. The most notable
downfall was the ending of the Phase III clinical trial of TLR9 agonist
ProMune by Pfizer, which did not improve survival of non-small-cell
lung cancer patients but rather increased toxicity [5].

Chronic Up-Regulation of TLR/IRAK Signaling in Cancer
Promote Carcinogenesis
One ought to wonder why TLR agonists, once praised as the highest
potential immunotherapy drug by the US National Cancer Institute,
did not suffice its purpose. Past researches had centered on harnessing
the TLR/IRAK signaling to boost anti-cancer immune response.
However, the consequences of aberrant up-regulation of the pathway
were overlooked. TLR/IRAK pathway may promote tumorigenesis
by providing a favorable microenvironment for cancer to thrive.
For instance, by sustaining chronic inflammation or production
of cytokines or chemokines that promotes cell proliferation and
survival. It is long established that chronic inflammation predisposes
to and sustain carcinogenesis, and represents a characteristic tumor
micro environment [6]. Many cancers emerges from sites of chronic
inflammation, such as hepatitis C virus infection-induced hepatitis
leads to Hepatocellular Carcinoma (HCC); inflammatory bowel
disease leads to colon cancers and Helicobacter pylori-induced
gastritis to gastric cancer. Taking HCC as an example, hepatitis
induced by viral infection will initiate an immune response due to
PAMPs (from viral infection) and DAMPs (from damaged cells),
characterized by infiltration of immune cells including macrophages,
DCs, NK cells, T and B-lymphocytes. This immune response
contributes to viral clearance and tumor elimination at early stage
[7]. However, chronic up-regulation of the TLR/IRAK pathway could
leads to production of excessive pro-inflammatory mediators (e.g.
IL-6, IL-1dβ, TNF-α) through the downstream NF-κB signaling and
promote hepatic fibrosis and cirrhosis, which strongly enhance the
risk of hepatocellular carcinoma (HCC) [7]. Furthermore, DAMPs
from stressed or dying hepatocytes provide further feed-forward
signals to support this hepatotoxic cycle of inflammation and cell
deaths, favoring cancer development [7].
Alternatively, TLR/IRAK up-regulation could promote
carcinogenesis by directly affecting the tumor cells. TLRs were once
thought to only express on immune cells. While there is no doubt that
immune cells express the most diverse sets of TLRs, accumulating
evidences point out TLRs are also widely expressed on various
cancer cells [8]. Moreover, over-activation of the downstream IRAK

All articles published in Journal of Liver: Disease & Transplantation are the property of SciTechnol, and is protected by
copyright laws. Copyright © 2016, SciTechnol, All Rights Reserved.

Citation: Cheng BYL, Ng IOL, Lee TKW (2016) Revisiting the Role of TLR/IRAK Signaling and its Therapeutic Potential in Cancer. J Liver: Dis Transplant 5:1.

doi:http://dx.doi.org/10.4172/2325-9612.1000e110
signaling in cancer has been reported in several studies [9], indicating
TLR/IRAK signaling play an imperative role in cancer development.
One route is to enhance the survival signals in cancer cells through
TLR/IRAK mediated activation of NF-κB signaling, a central
regulator of anti-apoptotic genes expression such as Bcl-2 and Bcl-XL
and pro-apoptotic pathways activation [10]. Another route is to allow
cancer cells to evade immunosurveillance and escape attack from
cytotoxic T lymphocytes, through production of inhibitory cytokines
and down regulation of Fas expression in TLR4 overexpressing
cancers [11]. In addition, TLR/IRAK signaling is shown to enhance
tumor angiogenesis, promote tumor growth as well as contributing to
chemo resistance in various cancers [12].

The Emergence of IRAK1/4 Inhibitor as a Novel
Therapeutic Drug
In spite of the increasing evidences on the tumor-promoting
effects of TLR/IRAK signaling, recent research direction has been
progressively shifted to focus on TLR antagonist for cancer treatment,
or more specifically, the downstream IRAK signaling that converge
signals from all TLRs activation (except TLR3). The carcinogenic effect
of aberrant IRAK signaling first came into light in 2011, when a gain
of function mutation at L265P of MyD88 was discovered [13]. This
mutation leads to spontaneous IRAK4-dependent phosphorylation of
IRAK1 and thus constitutive up-regulation of NF-κB and JAK kinase
signaling, eventually promoting the survival of malignant cell in
activated B-cell-like (ABC) subtype of diffuse large B-cell lymphoma
(DLBCL) [13]. Knockdown of MyD88, IRAK4 or IRAK1 in L265P
mutation-bearing ABC DLBCL cell lines abrogated NF-κB activation
and leads to rapid apoptosis [13]. The authors lastly proposed the
development of IRAK4 inhibitor to treat cancer mediated by MyD88
signaling [13]. In fact, development of IRAK specific inhibitor dates
back to 2006 when Powers et.al., first discovered a novel series of
N-acyl 2-aminobenzimidazoles that specifically target IRAK family
[14]. This discovery allows later refinement and development of
more potent IRAK4 or IRAK1/4 inhibitor. While all four members of
IRAK family bear non-redundant biological functions, only IRAK1
and IRAK4 exhibit serine/threonine kinase activity and are therefore
targetable [9]. Please note there is no IRAK1 specific inhibitor yet as
its crystal structure remains to be elucidated.
The therapeutic potentials of IRAK inhibitors were first focused
on treating autoimmune and inflammatory diseases such as sepsis,
asthma and rheumatoid arthritis. But since the emerging evidences
linking TLR/IRAK signaling to cancer development, it has been
increasingly used in cancer study. To date, the use IRAK1/4 inhibitor
has demonstrated promising anti-cancer results in melanoma
[15], myelodysplastic syndrome (MDSc) [16] and T cell acute
lymphoblastic leukemia (T-ALL) [17]. In regards to melanoma, the
authors showed that combined treatment of IRAK1/4 inhibitor with
vinblastine augmented apoptotic responses in vitro and in vivo and
improved survival when used to treat mice with established melanoma
tumor [15]. In the MDSc study, the authors identified IRAK1
overexpression and hyper-activation is a common phenomenon in
MDS [16]. They further demonstrated that either genetic ablation of
IRAK1 or the use of IRAK1/4 inhibitor induced apoptosis and cellcycle arrest in MDSc [16]. Most importantly, both pre-treatment of
the MDS-derived patient cell line (MDSL) cells before transplanted
into mice or administration of the inhibitor after xenotransplantation
of MDSL cells resulted in prolonged survival and the effect was
augmented when combined with bcl-2 inhibitor ABT-263 [16].
Lastly, in the most recent T-ALL study, the authors showed T-ALL
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cells from patients have overexpression of IRAK1 and IRAK4 in
both mRNA and protein level (both total and phosphorylated forms)
[17]. Knockdown of IRAK1 or IRAK4 by either genetic approach or
IRAK1/4 inhibitor approach significantly impaired proliferation of
T-ALL cells in in vitro and in vivo models, while showing minimal
apoptotic effect [17]. Furthermore, they identified IRAK1/4 inhibitor
when combined with either ABT-737 or vincristine augmented
therapeutic responses, reduced in T-ALL cell numbers and prolonged
survival in a mice leukemia model [17].

Final remarks
In conclusion, the above studies demonstrated the huge
potentials of IRAK1/4 in cancer therapeutic targeting, mainly
through augmentation of the efficacy of chemotherapeutic drugs and
dampening the tumor promoting effect of the TLR/IRAK pathway.
Nevertheless, it is important to note that due to the diverse types of
TLRs and their varied expression on different cell types, TLR/IRAK
activation could result in different responses in different contexts,
depending on the disease stage, tumor type and also surrounding
cells. And the final response to TLRs stimulus represents the
orchestra between the immune cells, stromal cells and tumor cells
within the tumor microenvironment. Therefore it is of particular
importance to fully characterize the effect of therapeutically targeting the
TLR/IRAK pathway in different cancer models. Another concern is that
inhibiting the TLR/IRAK pathway with inhibitors may hamper the anticancer immune response initiated by this pathway; therefore alternative
ways can be used to preserve this immune response. For instance by
combining IRAK1/4 inhibitor with neutralizing antibody against CD47
[18] or explore adoptive cell therapy of ex vivo activated and expanded T
cell or NK cells to activate the anti-cancer immune response [19].
References
1. Zarember KA, Godowski PJ (2002) Tissue expression of human toll-like
receptors and differential regulation of toll-like receptor mRNAs in leukocytes
in response to microbes, their products, and cytokines. J Immunol 168: 554561.
2. Kamran N, Takai Y, Miyoshi J, Biswas SK, Wong JS, et al., (2013) Toll-like
receptor ligands induce expression of the costimulatory molecule CD155 on
antigen-presenting cells. PLoS One 8: e54406.
3. Nauts HC, Swift WE, Coley BL (1946) The treatment of malignant tumors by
bacterial toxins as developed by the late William B. Coley, M.D., reviewed in
the light of modern research. Cancer Res 6: 205-216.
4. Vacchelli E, Eggermont A, Sautès-Fridman C, Galon J, Zitvogel L, et al. (2013)
Trial Watch: Toll-like receptor agonists for cancer therapy. Oncoimmunology
2: e25238.
5. Manegold C, van Zandwijk N, Szczesna A, Zatloukal P, Au JS, et al. (2012)
A phase III randomized study of gemcitabine and cisplatin with or without
PF-3512676 (TLR9 agonist) as first-line treatment of advanced non-small-cell
lung cancer. Ann Oncol 23: 72-77.
6. Karin M, Greten FR (2005) NF-kappaB: linking inflammation and immunity to
cancer development and progression. Nat Rev Immunol 5: 749-759.
7. Brenner C, Galluzzi L, Kepp O, Kroemer G, (2013) Decoding cell death
signals in liver inflammation. J Hepatol 59: 583-594.
8. Huang B, Zhao J, Unkeless JC, Feng ZH, Xiong H (2008) TLR signaling by
tumor and immune cells: a double-edged sword. Oncogene 27: 218-224.
9. Rhyasen GW, Starczynowski DT (2015) IRAK signalling in cancer. Br J
Cancer 112: 232-237.
10. Dutta J, Fan Y, Gupta N, Fan G, Gélinas C (2006) Current insights into the
regulation of programmed cell death by NF-kappaB. Oncogene 25: 6800-6816.
11. Huang B, Zhao J, Li H, He KL, Chen Y, et al. (2005) Toll-like receptors on
tumor cells facilitate evasion of immune surveillance. Cancer Res 65: 50095014.

• Page 2 of 3 •

Citation: Cheng BYL, Ng IOL, Lee TKW (2016) Revisiting the Role of TLR/IRAK Signaling and its Therapeutic Potential in Cancer. J Liver: Dis Transplant 5:1.

doi:http://dx.doi.org/10.4172/2325-9612.1000e110
12. Rakoff-Nahoum S, Medzhitov R (2009) Toll-like receptors and cancer. Nat
Rev Cancer 9: 57-63.
13. Ngo VN, Young RM, Schmitz R, Jhavar S, Xiao W, et al., (2011) Oncogenically
active MYD88 mutations in human lymphoma. Nature 470: 115-119.
14. Powers JP, Li S, Jaen JC, Liu J, Walker NP, et al. (2006) Discovery and initial
SAR of inhibitors of interleukin-1 receptor-associated kinase-4. Bioorg Med
Chem Lett 16: 2842-2845.
15. Srivastava R (2012) Augmentation of therapeutic responses in melanoma by
inhibition of IRAK-1,-4. Cancer Res 72: 6209-6216.

17. Li Z, Younger K, Gartenhaus R, Joseph AM, Hu F, et al. (2015) Inhibition of
IRAK1/4 sensitizes T cell acute lymphoblastic leukemia to chemotherapies. J
Clin Invest 125: 1081-1097.
18. Willingham SB, Volkmer JP, Gentles AJ, Sahoo D, Dalerba P, et al. (2012)
The CD47-signal regulatory protein alpha (SIRPa) interaction is a therapeutic
target for human solid tumors. Proc Natl Acad Sci U S A 109: 6662-6667.
19. Portevin D, Poupot M, Rolland O, Turrin CO, Fournié JJ, et al. (2009)
Regulatory activity of azabisphosphonate-capped dendrimers on human
CD4+ T cell proliferation enhances ex-vivo expansion of NK cells from
PBMCs for immunotherapy. J Transl Med 7: 82.

16. Rhyasen GW, Bolanos L, Fang J, Jerez A, Wunderlich M, et al. (2013)
Targeting IRAK1 as a therapeutic approach for myelodysplastic syndrome.
Cancer Cell 24: 90-104.

Author Affiliations

Top

State Key Laboratory for Liver Research, The University of Hong Kong,
China

1

Department of Pathology, Li Ka Shing Faculty of Medicine, The University of
Hong Kong, China

2

Submit your next manuscript and get advantages of SciTechnol
submissions








50 Journals
21 Day rapid review process
1000 Editorial team
2 Million readers
More than 5000
Publication immediately after acceptance
Quality and quick editorial, review processing

Submit your next manuscript at ● www.scitechnol.com/submission

Volume 5 • Issue 1 • 1000e110

• Page 3 of 3 •

