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Introduction
The incidence of human papillomavirus-related squa-
mous cell carcinoma of the oropharynx (HPV + OSC) 
has been increasing over the past 30 years. Chronic HPV 
infection is supplanting alcohol and tobacco intoxica-
tions as the leading cause of oropharyngeal cancer in 
developed countries (Rettig et al. 2018). Patients with 
HPV + OSC enjoy better survival and respond better to 
radiotherapy and chemotherapy. Prognostic disparities 
exist, poorly explained by clinical features (Ang et al. 
2010).

The HPV + OSC microenvironment is richer in 
CD4 + and CD8 + lymphocytes (Badoual et al. 2013; 
Outh-Gauer et al. 2018) defining an immunologically 
“warm” microenvironment compared to non-Human 
Papillomavirus related oropharyngeal squamous cell 
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Abstract
Chronic Human Papilloma Virus (HPV) infection is supplanting alcohol and tobacco intoxications as the leading 
cause of oropharyngeal cancer in developed countries. HPV-related squamous cell carcinomas of the oropharynx 
(HPV + OSC) present better survival and respond better to radiotherapy and chemotherapy. Regulatory T cells (TREG) 
are mainly described as immunosuppressive and protumoral in most solid cancers. However, TREG are paradoxically 
associated with a better prognosis in HPV + OSCs. The transcription factor FoxP3 is the basis for the identification 
of TREG. Among CD4 + FoxP3 + T cells, some have effector functions. A medical hypothesis is formulated here: the 
existence of a CD137 (4.1BB)-Eomesodermin (Eomes) activated pathway downstream of TCR-specific activation in 
a subpopulation of CD4 + FoxP3 + T cells may explain this effector function. Evidence suggest that this axis may 
exist either in CD4 + FoxP3 + T cells or CD8 + T cells. This pathway could lead T cells to strong antitumor cytotoxic 
activity in a tumor-specific manner. Furthermore, CD137 is one of the most expected targets for the development 
of agonist immunotherapies. The identification of CD137 + Eomes + FoxP3+/- T cells could be a key element in the 
selective activation of the most anti-tumor cells in the HPV + OSC microenvironment.
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carcinomas (HPVneg-OSC) (Wang et al. 2019). The 
antitumor action of cytotoxic CD8 + T cells underlies 
the efficacy of PD-1/PD-L1 immune checkpoint block-
ers (Kumagai et al. 2020). Regulatory T cells (TREG) are 
mainly described as immunosuppressive and protumoral 
in most solid cancers (Aksoylar and Boussiotis 2020).

However, TREG are paradoxically associated with a bet-
ter prognosis in HPV + OSCs (Cécile Badoual et al. 2006; 
Cioni et al. 2019; Hur et al. 2022; Liu et al. 2022).

The aim of this paper is to present the following medi-
cal hypothesis: CD137 and Eomes constitute a specific 
T cell activating axis, which results in the reprogram-
ming of TREG into effector CD4 + FoxP3 + T cells and the 
tumor-specific activation of CD8 + T cells. Long HPV 
infection and the existence of HPV specific T cells ori-
ented in an effector phenotype might explain favorable 
prognosis in HPV + OSCs.

Hypothesis
Existence of effector CD4 + FoxP3 + T cells that are not TREG
The transcription factor FoxP3 is the basis for the identifi-
cation of TREG (Hori et al. 2003). Among CD4 + FoxP3 + T 
cells, some have effector functions (Atif et al. 2023).

FoxP3 appears insufficient to explain the maintenance 
of a constant T regulatory phenotype and function 
(Ohkura et al. 2012). Variation in this regulatory/effec-
tive function of CD4 + CD25 + FoxP3 + T cells is a con-
sequence of TCR engagement, epigenetic modifications 
(methylation profile, histone modifications, microRNA) 
and the influence of the microenvironment. TCR engage-
ment and epigenetic modifications on FoxP3 expression 
have been shown to be complementary and independent 
events (Miyara et al. 2009).

The involvement of the regulatory transcription fac-
tor Eomesodermin (Eomes) orienting TREG into effec-
tor CD4 + FoxP3 + T cells has been reported. These 
CD4 + FoxP3 + Eomes + T cells also express Granzyme B, 
a marker of cytotoxicity, and are able to clear the tumor 
in a CD8 + T cell-deprived mouse model (Akhmetzya-
nova et al. 2016).

On the contrary, Blimp1 transcription factor (PRDI-
BF1, gene: PRDM1), an IFN-β gene repressor, could have 
an opposite role to Eomes transcription factor. Dixon et 
al. found high Blimp1 + TREG levels in tumors and experi-
ments of deleting Blimp1 in TREG drove them in effector 
CD4 + T cells as Eomes does (Dixon et al. 2021).

CD137 activating receptor
CD137 (4.1BB - gene: TNFRSF9) has long been described 
as one of the most activating receptors in CD4 + and 
CD8 + T cells since its discovery in 1992 (Uchida et al. 
1992). At the time of its discovery, CD137/4.1BB was 
identified as a discriminator between active and quies-
cent T cells (Pollok et al. 1993). CD137 receptor belongs 

to the Tumor Necrosing Factor (TNF) Receptor super-
family. Its ligand (CD137-L/4.1BB-L) has remained 
unique since its discovery in 1993 (Goodwin et al. 1993).

In addition to its direct activating impact through bind-
ing with its ligand, unbound CD137-Ligand (4.1BBL 
- gene: TNFSF9) is suggested to positively influence 
immunosurveillance. This involves the activation of 
CD103 + dendritic cells that secrete IL-12, a crucial 
interleukin for immunosurveillance (Zitvogel and Kro-
emer 2014), and the preservation of the antitumor M1 
(CD163-) polarization of macrophages (Kang et al. 2017).

Links with PD-1 expression on effector T cells in a self-
regulating balance to maintain the homeostasis of T cells 
function and population have been described and made 
CD137 a perfect candidate for costimulation immuno-
therapies (Chen et al. 2015).

A CD137+/Eomes + axis has been described in several 
publications (Dhume et al. 2022; Lupar et al. 2015; Mittal 
et al. 2018).

TREG reprogramming in effector CD4 + FoxP3 + T cells via 
CD137 and Eomes
The involvement of Eomes orienting TREG into the 
effector FoxP3 + may depend on TCR/MHC activa-
tion through CD137. Several studies have reproduced 
this polarization using anti-CD137 agonistic antibod-
ies (Chen et al. 2015; Lupar et al. 2015; Akhmetzyanova 
et al. 2016; Atif et al. 2023). The cytotoxicity indicator 
protein Killer cell lectin-like receptor subfamily G mem-
ber 1 (KLRG1) has also been identified and associated 
with Eomes as a marker of an activated T population 
in CD4 + and CD8 + cells (Curran et al. 2013; Hu et al. 
2020). The inhibitory action of CD137 on the conversion 
of conventional CD4 + to TREG has been demonstrated 
via IFN-γ production (Madireddi et al. 2012). CD137 
has been shown to activate dendritic cells and NK cells 
(Houot and Kohrt 2014; Knitz et al. 2021).

CD137/Eomes could be an axis dedicated to the repro-
gramming of TREG into effector CD4 + FoxP3 + T cells.

A retrocontrol mechanism exists. Following the acti-
vation of CD137, a mechanism of “de-activation” is set 
up and a memory profile is generated (decrease in the 
expression of Eomes and Tbet and of the inhibition pro-
teins TIM3, LAG3, CTLA4 and increase in the memory-
related transcription factors KLF6, JUN, JUN6) (Long et 
al. 2015).

CD137/Eomes axis in CD8 + T cells
CD8 + T cells are the main supporting cells in the 
fight against squamous cell carcinoma (Woolaver et 
al. 2021). There is less evidence for a cytotoxic role 
of a CD137/Eomes axis in CD8 + T cells (Hu et al. 
2020; Knitz et al. 2021) despite an early publication 
(Pearce et al. 2003). An CD137/Eomes axis should be 
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sought in order to overcome contradictory data about 
CD8 + CD137 + specificity.

Antitumor specificity after CD137 activation has been 
described for CD8 + T cells (Gros et al. 2014; Ye et al. 
2014). Activated CD137 induces the transmission of an 
activation message to the NFkB pathway via its TRAF1-
associated transmembrane domain. TRAF1-mediated 
activation of NFkB occurs via an alternative pathway 
through NIK (NFkB inducing kinase) and follows TCR 
engagement. Yet, increased phosphoinositide 3-kinase 
(PI3K), part of the signaling cascade induced by TCR 
activation (So and Fruman 2012), is found among CD8+ 
(and CD4+) T cells populations expressing Eomes+ 
(Knitz et al. 2021). A distinction is made between acti-
vated “tumor-reactive” T cells and “bystander T cells”. 
This question also concerns the effect, specific to a tumor 
epitope or “bystander” effect (Joshi et al. 2019). Tumor 
specificity could be defined with the expression of CD137 
as a surrogate marker, which is associated with a specific, 
prolonged and CD28-independent T cell response (Geui-
jen et al. 2021; Hu et al. 2020).

Memory resident CD8 + T cells (TRM) have recently 
been identified as a population of non-circulating, tissue-
persistent cytotoxic T cells that present themselves to 
malignant cells in solid tumors. These cells are defined 
by the expression of the integrins CD103 (which bind to 
E-Cadherin of tumors and epithelial regions) and CD49a 
and the C-type lectin CD69 and by a profile of transcrip-
tion factors: Runx3+, Notch+, Hobit+, Blimp1+, BATF+, 
AHR+, Eomes- and Tbetlow (Mami-Chouaib et al. 2018).

TRM migrate to head and neck tissue thanks to the 
CXCR6-CXCL16 axis (Karaki et al. 2021). TRM express 
significant levels of Granzyme B, IFNγ and TNFα 
involved in cytotoxicity. Their presence is associated with 
a better prognosis, which has also been found among 
HPV-OPSCC (Hewavisenti et al. 2020; Solomon et al. 
2019; Welters et al. 2018). CD103 expression by CD8 + T 
cells has been shown, along with CD39, to be an identify-
ing marker for tumor-reactive CD8 + T cells in solid can-
cers (Duhen et al. 2021).

Notably, CD137 has been shown to play a role in TRM 
differentiation in an antigen-specific manner, para-
doxically increasing TRM population without mTOR or 
TRAF1, suggesting the existence of an alternative signal-
ization axis (Zhou et al. 2017, 2019).

The lack of Eomes expression seems to be in contradic-
tion with the previously cited data, a contradiction that 
could be explained by the existence of variation over 
time of these elements and the existence of a retrocon-
trol mechanism. In CD8 + T cells, the decrease of Eomes 
corresponds to the increase of CD226 (Weulersse et al. 
2020).

Relation with HPV-driven cancers
CD137/Eomes T-cells axis both in effector memory 
CD8 + T cells and FoxP3 regulatory T cells has never 
been studied in HPV + OSCs. This immunologically 
“warm” cancer, caused by chronic infection, has a par-
ticular specificity profile (Zhou et al. 2017). It also has the 
particularity of having highlighted a favorable prognostic 
role of CD4 + FoxP3 + T lymphocytes (Cioni et al. 2019; 
Hur et al. 2022; Liu et al. 2022).

HPV is a non-enveloped circular double-stranded 
DNA virus. HPV infections are the leading cause of 
sexually transmitted diseases worldwide. Certain HPV 
subtypes, 16 and 18, present a high risk of cancerous 
transformation. Subtype 16 is predominant in head and 
neck carcinomas (Castellsagué et al. 2016). Oncogenic 
HPVs cause genetic changes responsible for tumor appa-
rition, first described in 1976 (zur Hausen 1976). In 1983, 
Kari Syrjänen was the man who first suspected HPV 
involvement in Head and Neck cancers (Syrjänen et al. 
1983). Tumorigenesis is linked to the production in the 
infected cells of E6 and E7 viral onco-proteins as E6 and 
E7 respectively alter p53 and the retinoblastoma pocket 
protein (pRB) leading to unregulated proliferation and 
immortality (Leemans et al. 2018).

Contrarily to alcohol and tobacco-driven cancers, and 
to HPV-driven cervical cancers, HPV + OSCs, evidence 
for dysplastic precursor lesions is very scarce (Leemans 
et al. 2018). HPV + OSCs have been explained as the con-
sequence of a discontinuous basal membrane inside ton-
sillar crypts (Smola 2017). Lower rate of HPV chronic 
infection transformation in cancer in the oral cavity com-
pared to the oropharynx (3.9% vs. 47% according to Cas-
tellsagué et al.) advocate for a specific matter of immune 
control in the tonsillar tissue (Castellsagué et al. 2016; 
Leemans et al. 2018).

Chronic HPV infection precedes the onset of cancer 
by many years. This chronic infection may potentiate a 
specific effector immune state through the chronic and 
long-standing expression of CD137. Subsequently, when 
the immune system’s cleaning capacities are surpassed 
(Hanahan and Weinberg 2011), cancer manifests as a 
clinically detectable disease. The polarization of a greater 
number of CD4 + T cells into effector cells and their para-
doxically favorable role in comparison with HPVneg-
OSCs might be a stigma of this pre-cancerous state.

HPV-specific T cells have been demonstrated in a 
broad repertoire in cervical cancers (de Vos van Steen-
wijk et al. 2010). Above all, CD137 has been predomi-
nantly found in HPV-specific CD4 + and CD8 + T cells 
(de Vos van Steenwijk et al. 2010). In a mouse model of 
virus-induced tumors, specific antigenic stimulation 
by TCR engagement was all the stronger the more viral 
antigens were expressed by tumor cells (Akhmetzya-
nova et al. 2016). CD137/Eomes axis and the presence 
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of HPV-specific T cells is worth exploring to explain the 
favorable prognosis associated with HPV + OSCs com-
pared with HPVneg-OSCs.

Perspectives
The identification of this axis and the proof of its acti-
vated cytotoxic and tumor-specific action would concern 
both the field of cancer diseases and solid organ trans-
plantation (Fig. 1).

Evaluation of the hypothesis
Study of function
The first objective would be to determine whether 
there is a CD137/Eomes axis activating cytotoxic T 
cells, and polarizing TREG into FoxP3 + effector cells, in 
HPV + OSCs, and compared to HPVneg-OSCs.

A readily achievable initial approach is to confirm the 
existence of T cells expressing both CD137 and Eomes 
and/or FoxP3 + within the HPV + OSC microenvironment 
using in situ analysis of tumor tissue using immunofluo-
rescence (IF) or immunohistochemistry (IHC). These 
analyses can provide a quantitative evaluation in terms 
of the number of relevant cells per mm2 and allow for a 
comparative assessment with HPVneg-OSCs samples. 
The identification of cells and their relationships to each 
other within the microenvironment could be specified on 
patient tissues via spatial single-cell RNA-sequencing or 
flow cytometry by time-of-flight. The activated profile 
of the cells would be enhanced by studying the meth-
ylation of genes coding for transcription factors such as 
FoxP3 + and Eomes by genome-wide analysis in relation 

to the expression of CD137/Eomes by T cells (CpG meth-
ylation analysis by bisulfite sequencing) (Dhume et 
al. 2022). The markers and transcription factors stud-
ied correspond to a function or its regulation: acti-
vated Treg (CD4 + CD45RA-FoxP3 + CD15s+), Effectors 
CD4 + FoxP3 + T cells (CD4 + CD45RA-FoxP3 + Eomes+).

Study of specificity
In the context of HPV + OSCs, the influence of the 
presence of viral proteins and their production by 
infected cells on this specificity should be determined in 
HPV + OSCs and compared to HPVneg-OSCs.

TCR sequencing techniques - bulk sequencing of 
pooled lymphocytes, from FFPE input and TCR clonality 
metrics (CDR3 sequencing) would be required or single-
cell sequencing techniques of VDJ coding sequences for 
T cell diversity.

Study of the temporal evolution of T cell activation
The third step would aim to explain the contradictions 
detailed above by looking for the existence of a temporal-
ity in the profile and function of T cells after activation of 
the TCR/CD137/Eomes axis according to the following 
hypothesis: 1/ an activated phase (CD137+, Eomes+), 2/ a 
depleted phase (Eomes decreases, CD226 + is expressed) 
and then inhibited (PD-1+, CTLA-4+ / TIM-3+) and, 3/ 
a phase of constitution of a resident memory population 
(CD103+, KLF6+, JUN+, JUN6+).

A murine model could prove valuable during this 
stage of hypothesis evaluation and would unfold as fol-
lows. Two mouse populations would be utilized: a 

Fig. 1  Medical hypothesis of a TCR-dependant activation axis via CD137 and transcription factor Eomesodermin (Eomes) in CD4 + FoxP3 + T cells. The 
Figure was partly generated using Servier Medical Art®, provided by Servier, licensed under a Creative Commons Attribution 3.0 imported license
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first population of highly immunogenic Balb/c mice 
(Akhmetzyanova et al. 2016), and a second population of 
RAG-1 (Recombination-activating gene-1) double-nega-
tive mice (Knitz et al. 2021) corresponding to functional 
inactivation of T cells. Each population would be trans-
fected with a murine retrovirus-induced tumor cell line 
of C57BL/6 mouse origin, specifically FBL-3 cells (Glynn 
et al. 1968), selected for their resemblance to HPV + OSCs 
due to tumorigenesis induced by an oncogenic virus. At 
a designated time, approximately around day 10 from 
tumor transfection, mice from both populations would 
receive a CD137 agonist in the form of a monoclonal 
antibody. Individuals would be regularly sacrificed before 
and after tumor transfection. Tumor growth and therapy 
response would be comparatively assessed between each 
population, along with the composition of the tumor 
microenvironment, through in situ analysis using IHC or 
IF, or non in situ through RNAsequencing or flow cytom-
etry. The differential presence of CD137+/Eomes + T cells 
and their evolving profiles would be evaluated between 
the two populations. Comparison with RAG-1 -/- mice 
will help us determine the contribution of TCR engage-
ment and antitumor specificity in the activation process. 
An additional analysis opportunity would be provided 
by depleting CD8 + or CD4 + T cells in the Balb/c popu-
lation before CD137 activator treatment to discern the 
influence of CD8 + and CD4 + populations on Eomes 
expression.

Single-cell phenotypic characterisation of T cells and 
the microenvironment, in situ or not, by RNAsequencing 
and flow cytometry would allow to study the hypothesis 
of a narrow control of Eomes, signaled by the Eomes-
dependent increase of CD226+.

Markers of lymphocytes depletion after activa-
tion would be studied such as PD-1+, CTLA-4 + and 
TIM-3 + for CD4 + T cells. Markers of memory residence 
and function would be studied: CD103+, KLF6+, JUN+, 
JUN6+.

Conclusion
The hypothesis of a highly cytotoxic activating popu-
lation among T cells exists, even under the cover of 
markers previously identified as regulatory or immuno-
suppressive. The identification of an activation pathway 
specific to these effector cells via CD137 and the tran-
scription factor Eomes after TCR engagement offers the 
opportunity to target a tumor-specific population with a 
strong cytotoxic activity.

Such a discovery offers tempting prospects in cancer 
therapy. Immune checkpoint inhibitors are indicated in 
clinical practice in head and neck cancer with a signifi-
cant response rate (Burtness et al. 2019). However, a sig-
nificant proportion of patients do not respond or show 
progression with checkpoint inhibitors (Kang et al. 2022). 

CD137 agonists exist and could be combined as synchro-
nous or delayed systemic combination therapy. Animals’ 
studies showed promising results and several human 
assays have been carried out (Chu et al. 2019).

However, some data remain contradictory, such as the 
accumulation of polyclonal T cells in the liver under anti-
CD137 agonists, with no benefit for clearance of trans-
planted tumors in this organ. These applications could 
concern all other solid cancers and also have implications 
for organ transplantation (Dubrot et al. 2010).

The immunological treatment of cancers is the rev-
olution of the 21st century. The personalization of 
treatments based on an understanding of the tumor 
microenvironment is the holy grail of clinical and basic 
translational research. The hypothesis of new axes, spe-
cific to antitumor cytotoxicity, deserves to be explored.

Abbreviations
HPV	� Human papillomavirus
HPV+OSC	� Human papillomavirus-related squamous cell carcinoma of 

the oropharynx
HPVneg-OSC	� Non-Human Papillomavirus related oropharyngeal 

squamous cell carcinomas
PD-1	� Program-Death-1
PD-L1	� Program-Death-Ligand-1
CD	� Cluster of differentiation
TREG	� Regulatory T cells
TRM	� Memory resident CD8 + T cells
TNF	� Tumor Necrosing Factor
MHC	� Major Histocompatibility complex
IL	� Interleukine
Eomes	� Eomesodermin transcription factor
KLRG1	� Killer cell lectin-like receptor subfamily G member 1
pRB	� Retinoblastoma pocket protein
FFPE	� Formalin fixed paraffin embedded tissue

Acknowledgements
None.

Authors’ contributions
(RB) design, analysis & interpretation, drafting, final approval, revising the 
manuscript for important intellectual content; final approval of the version 
to be published; agreement to be accountable for all aspects of the work 
in ensuring that questions related to the accuracy or integrity of any part of 
the work are appropriately investigated and resolved. (ET) design, analysis & 
interpretation, drafting, final approval, revising the manuscript for important 
intellectual content; final approval of the version to be published; agreement 
to be accountable for all aspects of the work in ensuring that questions 
related to the accuracy or integrity of any part of the work are appropriately 
investigated and resolved. (CB) final approval of the version to be published; 
agreement to be accountable for all aspects of the work in ensuring that 
questions related to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved. (SH) revising the manuscript for 
important intellectual content; final approval of the version to be published; 
agreement to be accountable for all aspects of the work in ensuring that 
questions related to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved. Scientific direction.

Funding
None.

Data availability
Not applicable.



Page 6 of 7Baudouin et al. Molecular Medicine           (2024) 30:26 

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Conflict of interest
The authors declare that they have no known competing financial interests 
or personal relationships that could have appeared to influence the work 
reported in this paper.

Received: 17 July 2023 / Accepted: 30 January 2024

References
Akhmetzyanova I, Zelinskyy G, Littwitz-Salomon E, Malyshkina A, Dietze KK, Streeck 

H, et al. CD137 Agonist Therapy Can Reprogram Regulatory T Cells into cyto-
toxic CD4 + T cells with Antitumor Activity. J Immunol (Baltimore Md: 1950). 
2016;196(1):484–92. https://doi.org/10.4049/jimmunol.1403039.

Aksoylar H-I, Boussiotis VA. PD-1 + Treg cells: a foe in cancer immunotherapy? Nat 
Immunol. 2020;21(11):1311–2. https://doi.org/10.1038/s41590-020-0801-7.

Ang KK, Harris J, Wheeler R, Weber R, Rosenthal DI, Nguyen-Tân PF, et al. Human 
papillomavirus and survival of patients with oropharyngeal cancer. N Engl J 
Med. 2010;363(1):24–35. https://doi.org/10.1056/NEJMoa0912217.

Atif M, Cherai M, Miyara M. Phenotypic and functional studies of human Treg 
cell subpopulations. Methods Mol Biology (Clifton N J). 2023;2559:153–69. 
https://doi.org/10.1007/978-1-0716-2647-4_11.

Badoual Cécile, Hans S, Rodriguez J, Peyrard S, Klein C, Agueznay NEH, et al. 
Prognostic Value of Tumor-infiltrating CD4 + T-Cell subpopulations in 
Head and Neck cancers. Clin Cancer Res. 2006;12(2):465–72. https://doi.
org/10.1158/1078-0432.CCR-05-1886.

Badoual Cécile, Hans S, Merillon N, Ryswick CV, Ravel P, Benhamouda N, et al. PD-1–
Expressing tumor-infiltrating T cells are a favorable Prognostic Biomarker 
in HPV-Associated Head and Neck Cancer. Cancer Res. 2013;73(1):128–38. 
https://doi.org/10.1158/0008-5472.CAN-12-2606.

Burtness B, Harrington KJ, Greil R, Soulières D, Tahara M, de Castro G, et al. 
Pembrolizumab alone or with chemotherapy versus cetuximab with 
chemotherapy for recurrent or metastatic squamous cell carcinoma of the 
head and neck (KEYNOTE-048): a randomised, open-label, phase 3 study. 
Lancet (London England). 2019;394(10212):1915–28. https://doi.org/10.1016/
S0140-6736(19)32591-7.

Castellsagué X, Alemany L, Quer M, Halec G, Quirós B, Tous S, et al. HPV involve-
ment in Head and Neck cancers: Comprehensive Assessment of biomark-
ers in 3680 patients. J Natl Cancer Inst. 2016;108(6):djv403. https://doi.
org/10.1093/jnci/djv403.

Chen S, Lee L-F, Fisher TS, Jessen B, Elliott M, Evering W, et al. Combination of 
4-1BB agonist and PD-1 antagonist promotes antitumor effector/memory 
CD8 T cells in a poorly immunogenic tumor model. Cancer Immunol Res. 
2015;3(2):149–60. https://doi.org/10.1158/2326-6066.CIR-14-0118.

Chu D-T, Bac ND, Nguyen K-H, Tien NLB, Thanh VV, Nga VT, et al. An update on Anti-
CD137 antibodies in Immunotherapies for Cancer. Int J Mol Sci. 2019;20(8). 
https://doi.org/10.3390/ijms20081822.

Cioni B, Jordanova ES, Hooijberg E, van der Linden R, de Menezes RX, Tan K, et al. 
HLA class II expression on tumor cells and low numbers of tumor-associated 
macrophages predict clinical outcome in oropharyngeal cancer. Head Neck. 
2019;41(2):463–78. https://doi.org/10.1002/hed.25442.

Curran MA, Geiger TL, Montalvo W, Kim M, Reiner SL, Al-Shamkhani A, et al. 
Systemic 4-1BB activation induces a novel T cell phenotype driven by high 
expression of Eomesodermin. J Exp Med. 2013;210(4):743–55. https://doi.
org/10.1084/jem.20121190.

de Vos von Steenwijk PJ, Heusinkveld M, Ramwadhdoebe TH, Löwik MJ, van der 
Hulst JM, Goedemans R, et al. An unexpectedly large polyclonal repertoire of 
HPV-specific T cells is poised for action in patients with cervical cancer. Can-
cer Res. 2010;70(7):2707–17. https://doi.org/10.1158/0008-5472.CAN-09-4299

Dhume K, Kaye B, McKinstry KK. Regulation of CD4 T cell responses by the tran-
scription factor eomesodermin. Biomolecules. 2022;12(11):1549. https://doi.
org/10.3390/biom12111549.

Dixon ML, Luo L, Ghosh S, Grimes JM, Leavenworth JD, Leavenworth JW. 
Remodeling of the tumor microenvironment via disrupting Blimp1 + effec-
tor Treg activity augments response to anti-PD-1 blockade. Mol Cancer. 
2021;20(1):150. https://doi.org/10.1186/s12943-021-01450-3.

Dubrot J, Milheiro F, Alfaro C, Palazón A, Martinez-Forero I, Perez-Gracia JL, et al. 
Treatment with anti-CD137 mAbs causes intense accumulations of liver T 
cells without selective antitumor immunotherapeutic effects in this organ. 
Cancer Immunol Immunotherapy: CII. 2010;59(8):1223–33. https://doi.
org/10.1007/s00262-010-0846-9.

Duhen R, Ballesteros-Merino C, Frye AK, Tran E, Rajamanickam V, Chang S-C, et al. 
Neoadjuvant anti-OX40 (MEDI6469) therapy in patients with head and neck 
squamous cell carcinoma activates and expands antigen-specific tumor-
infiltrating T cells. Nat Commun. 2021;12(1):1047. https://doi.org/10.1038/
s41467-021-21383-1.

Geuijen C, Tacken P, Wang L-C, Klooster R, van Loo PF, Zhou J, et al. A human 
CD137×PD-L1 bispecific antibody promotes anti-tumor immunity via 
context-dependent T cell costimulation and checkpoint blockade. Nat Com-
mun. 2021;12(1):4445. https://doi.org/10.1038/s41467-021-24767-5.

Glynn JP, McCoy JL, Fefer A. Cross-resistance to the transplantation of synge-
neic friend, Moloney, and Rauscher virus-induced tumors. Cancer Res. 
1968;28:434–9.

Goodwin RG, Din WS, Davis-Smith T, Anderson DM, Gimpel SD, Sato TA, et al. 
Molecular cloning of a ligand for the inducible T cell gene 4-1BB: a member 
of an emerging family of cytokines with homology to tumor necrosis factor. 
Eur J Immunol. 1993;23(10):2631–41. https://doi.org/10.1002/eji.1830231037.

Gros A, Robbins PF, Yao X, Li YF, Turcotte S, Tran E, et al. PD-1 identifies the patient-
specific CD8+ tumor-reactive repertoire infiltrating human tumors. J Clin 
Investig. 2014;124(5):2246–59. https://doi.org/10.1172/JCI73639.

Hanahan D, Weinberg RA. Hallmarks of cancer: the next generation. Cell. 
2011;144(5):646–74. https://doi.org/10.1016/j.cell.2011.02.013.

Hewavisenti R, Ferguson A, Wang K, Jones D, Gebhardt T, Edwards J, et al. 
CD103 + tumor-resident CD8 + T cell numbers underlie improved patient 
survival in oropharyngeal squamous cell carcinoma. J Immunother Cancer. 
2020;8(1):e000452. https://doi.org/10.1136/jitc-2019-000452.

Hori S, Nomura T, Sakaguchi S. Control of regulatory T cell development by the 
transcription factor Foxp3. Sci (New York N Y). 2003;299(5609):1057–61. 
https://doi.org/10.1126/science.1079490.

Houot R, Kohrt H. CD137 stimulation enhances the vaccinal effect of anti-tumor 
antibodies. Oncoimmunology. 2014;3(7):e941740. https://doi.org/10.4161/21
624011.2014.941740.

Hu B-S, Tang T, Jia J-L, Xie B-C, Wu T-L, Sheng Y-Y, et al. CD137 agonist induces 
gastric cancer cell apoptosis by enhancing the functions of CD8 + T cells 
via NF-κB signaling. Cancer Cell Int. 2020;20:513. https://doi.org/10.1186/
s12935-020-01605-0.

Hur JY, Ku BM, Park S, Jung HA, Lee SH, Ahn MJ. Prognostic value of FOXP3 + regu-
latory T cells for patients with locally advanced oropharyngeal squamous cell 
carcinoma. PLoS ONE. 2022;17(10):e0274830. https://doi.org/10.1371/journal.
pone.0274830.

Joshi K, de Massy MR, Ismail M, Reading JL, Uddin I, Woolston A, et al. Spatial het-
erogeneity of the T cell receptor repertoire reflects the mutational landscape 
in lung cancer. Nat Med. 2019;25(10):1549–59. https://doi.org/10.1038/
s41591-019-0592-2.

Kang SW, Lee SC, Park SH, Kim J, Kim HH, Lee H-W, et al. Anti-CD137 suppresses 
Tumor Growth by blocking Reverse Signaling by CD137 Ligand. Cancer Res. 
2017;77(21):5989–6000. https://doi.org/10.1158/0008-5472.CAN-17-0610.

Kang Y-K, Reck M, Nghiem P, Feng Y, Plautz G, Kim HR, et al. Assessment of 
hyperprogression versus the natural course of disease development with 
nivolumab with or without ipilimumab versus placebo in phase III, random-
ized, controlled trials. J Immunother Cancer. 2022;10(4):e004273. https://doi.
org/10.1136/jitc-2021-004273.

Karaki S, Blanc C, Tran T, Galy-Fauroux I, Mougel A, Dransart E, et al. CXCR6 
deficiency impairs cancer vaccine efficacy and CD8 + resident memory 
T-cell recruitment in head and neck and lung tumors. J Immunother Cancer. 
2021;9(3):e001948. https://doi.org/10.1136/jitc-2020-001948.

Knitz MW, Bickett TE, Darragh LB, Oweida AJ, Bhatia S, Van Court B, et al. Targeting 
resistance to radiation-immunotherapy in cold HNSCCs by modulating the 
Treg-dendritic cell axis. J Immunother Cancer. 2021;9(4):e001955. https://doi.
org/10.1136/jitc-2020-001955.

Kumagai S, Togashi Y, Kamada T, Sugiyama E, Nishinakamura H, Takeuchi Y, et 
al. The PD-1 expression balance between effector and regulatory T cells 
predicts the clinical efficacy of PD-1 blockade therapies. Nat Immunol. 
2020;21(11):1346–58. https://doi.org/10.1038/s41590-020-0769-3.

https://doi.org/10.4049/jimmunol.1403039
https://doi.org/10.1038/s41590-020-0801-7
https://doi.org/10.1056/NEJMoa0912217
https://doi.org/10.1007/978-1-0716-2647-4_11
https://doi.org/10.1158/1078-0432.CCR-05-1886
https://doi.org/10.1158/1078-0432.CCR-05-1886
https://doi.org/10.1158/0008-5472.CAN-12-2606
https://doi.org/10.1016/S0140-6736(19)32591-7
https://doi.org/10.1016/S0140-6736(19)32591-7
https://doi.org/10.1093/jnci/djv403
https://doi.org/10.1093/jnci/djv403
https://doi.org/10.1158/2326-6066.CIR-14-0118
https://doi.org/10.3390/ijms20081822
https://doi.org/10.1002/hed.25442
https://doi.org/10.1084/jem.20121190
https://doi.org/10.1084/jem.20121190
https://doi.org/10.1158/0008-5472.CAN-09-4299
https://doi.org/10.3390/biom12111549
https://doi.org/10.3390/biom12111549
https://doi.org/10.1186/s12943-021-01450-3
https://doi.org/10.1007/s00262-010-0846-9
https://doi.org/10.1007/s00262-010-0846-9
https://doi.org/10.1038/s41467-021-21383-1
https://doi.org/10.1038/s41467-021-21383-1
https://doi.org/10.1038/s41467-021-24767-5
https://doi.org/10.1002/eji.1830231037
https://doi.org/10.1172/JCI73639
https://doi.org/10.1016/j.cell.2011.02.013
https://doi.org/10.1136/jitc-2019-000452
https://doi.org/10.1126/science.1079490
https://doi.org/10.4161/21624011.2014.941740
https://doi.org/10.4161/21624011.2014.941740
https://doi.org/10.1186/s12935-020-01605-0
https://doi.org/10.1186/s12935-020-01605-0
https://doi.org/10.1371/journal.pone.0274830
https://doi.org/10.1371/journal.pone.0274830
https://doi.org/10.1038/s41591-019-0592-2
https://doi.org/10.1038/s41591-019-0592-2
https://doi.org/10.1158/0008-5472.CAN-17-0610
https://doi.org/10.1136/jitc-2021-004273
https://doi.org/10.1136/jitc-2021-004273
https://doi.org/10.1136/jitc-2020-001948
https://doi.org/10.1136/jitc-2020-001955
https://doi.org/10.1136/jitc-2020-001955
https://doi.org/10.1038/s41590-020-0769-3


Page 7 of 7Baudouin et al. Molecular Medicine           (2024) 30:26 

Leemans CR, Snijders PJF, Brakenhoff RH. The molecular landscape of head and 
neck cancer. Nat Rev Cancer. 2018;18(5):269–82. https://doi.org/10.1038/
nrc.2018.11.

Liu X, Liu P, Chernock RD, Kuhs L, Lewis KA Jr., Li JS, H., et al. Impact of human 
papillomavirus on the tumor microenvironment in oropharyngeal squamous 
cell carcinoma. Int J Cancer. 2022;150(3):521–31. https://doi.org/10.1002/
ijc.33849.

Long AH, Haso WM, Shern JF, Wanhainen KM, Murgai M, Ingaramo M, et al. 4-1BB 
costimulation ameliorates T cell exhaustion induced by tonic signaling 
of chimeric antigen receptors. Nat Med. 2015;21(6):581–90. https://doi.
org/10.1038/nm.3838.

Lupar E, Brack M, Garnier L, Laffont S, Rauch KS, Schachtrup K, et al. Eomesodermin 
expression in CD4 + T cells restricts peripheral Foxp3 induction. J Immu-
nol (Baltimore Md: 1950). 2015;195(10):4742–52. https://doi.org/10.4049/
jimmunol.1501159.

Madireddi S, Schabowsky R-H, Srivastava AK, Sharma RK, Yolcu ES, Shirwan H. 
SA-4-1BBL costimulation inhibits conversion of conventional CD4 + T cells 
into CD4 + FoxP3 + T regulatory cells by production of IFN-γ. PLoS ONE. 
2012;7(8):e42459. https://doi.org/10.1371/journal.pone.0042459.

Mami-Chouaib F, Blanc C, Corgnac S, Hans S, Malenica I, Granier C, et al. Resident 
memory T cells, critical components in tumor immunology. J Immunother 
Cancer. 2018;6. https://doi.org/10.1186/s40425-018-0399-6.

Mittal P, Abblett R, Ryan JM, Hagymasi AT, Agyekum-Yamoah A, Svedova J, et al. 
An immunotherapeutic CD137 agonist releases eomesodermin from ThPOK 
repression in CD4 T cells. J Immunol (Baltimore Md: 1950). 2018;200(4):1513–
26. https://doi.org/10.4049/jimmunol.1701039.

Miyara M, Yoshioka Y, Kitoh A, Shima T, Wing K, Niwa A, et al. Functional delineation 
and differentiation dynamics of human CD4 + T cells expressing the FoxP3 
transcription factor. Immunity. 2009;30(6):899–911. https://doi.org/10.1016/j.
immuni.2009.03.019.

Ohkura N, Hamaguchi M, Morikawa H, Sugimura K, Tanaka A, Ito Y, et al. T cell 
receptor stimulation-induced epigenetic changes and Foxp3 expression are 
independent and complementary events required for Treg cell development. 
Immunity. 2012;37(5):785–99. https://doi.org/10.1016/j.immuni.2012.09.010.

Outh-Gauer S, Alt M, Le Tourneau C, Augustin J, Broudin C, Gasne C, et al. Immu-
notherapy in head and neck cancers: a new challenge for immunologists, 
pathologists and clinicians. Cancer Treat Rev. 2018;65:54–64. https://doi.
org/10.1016/j.ctrv.2018.02.008.

Pearce EL, Mullen AC, Martins GA, Krawczyk CM, Hutchins AS, Zediak VP, et al. 
Control of effector CD8 + T cell function by the transcription factor eomeso-
dermin. Sci (New York N Y). 2003;302(5647):1041–3. https://doi.org/10.1126/
science.1090148.

Pollok KE, Kim YJ, Zhou Z, Hurtado J, Kim KK, Pickard RT, Kwon BS. Inducible T cell 
antigen 4-1BB. Analysis of expression and function. J Immunol (Baltimore Md: 
1950). 1993;150(3):771–81.

Rettig EM, Zaidi M, Faraji F, Eisele DW, Asmar E, Fung M, N., et al. Oropharyngeal 
cancer is no longer a disease of younger patients and the prognostic advan-
tage of human papillomavirus is attenuated among older patients: analysis 
of the National Cancer Database. Oral Oncol. 2018;83:147–53. https://doi.
org/10.1016/j.oraloncology.2018.06.013.

Smola S. Immunopathogenesis of HPV-Associated cancers and prospects for 
Immunotherapy. Viruses. 2017;9(9):254. https://doi.org/10.3390/v9090254.

So L, Fruman DA. PI3K Signaling in B and T lymphocytes: New Developments 
and therapeutic advances. Biochem J. 2012;442(3):465–81. https://doi.
org/10.1042/BJ20112092.

Solomon B, Young RJ, Bressel M, Cernelc J, Savas P, Liu H, et al. Identification of an 
excellent prognosis subset of human papillomavirus-associated oropha-
ryngeal cancer patients by quantification of intratumoral CD103 + immune 
cell abundance. Annals Oncology: Official J Eur Soc Med Oncol. 
2019;30(10):1638–46. https://doi.org/10.1093/annonc/mdz271.

Syrjänen K, Syrjänen S, Lamberg M, Pyrhönen S, Nuutinen J. Morphological 
and immunohistochemical evidence suggesting human papillomavirus 
(HPV) involvement in oral squamous cell carcinogenesis. Int J Oral Surg. 
1983;12(6):418–24. https://doi.org/10.1016/s0300-9785(83)80033-7.

Uchida S, Kwon HM, Yamauchi A, Preston AS, Marumo F, Handler JS. Molecular 
cloning of the cDNA for an MDCK cell na(+)- and Cl(-)-dependent taurine 
transporter that is regulated by hypertonicity. Proc Natl Acad Sci USA. 
1992;89(17):8230–4. https://doi.org/10.1073/pnas.89.17.8230.

Wang J, Sun H, Zeng Q, Guo X-J, Wang H, Liu H-H, Dong Z-Y. HPV-positive status 
associated with inflamed immune microenvironment and improved 
response to anti-PD-1 therapy in head and neck squamous cell carcinoma. 
Sci Rep. 2019;9(1):13404. https://doi.org/10.1038/s41598-019-49771-0.

Welters MJP, Ma W, Santegoets SJAM, Goedemans R, Ehsan I, Jordanova ES, et 
al. Intratumoral HPV16-Specific T cells constitute a type I–Oriented Tumor 
Microenvironment to improve survival in HPV16-Driven Oropharyngeal 
Cancer. Clin Cancer Res. 2018;24(3):634–47. https://doi.org/10.1158/1078-
0432.CCR-17-2140.

Weulersse M, Asrir A, Pichler AC, Lemaitre L, Braun M, Carrié N, et al. Eomes-depen-
dent loss of the co-activating receptor CD226 restrains CD8 + T cell anti-
tumor functions and limits the efficacy of Cancer Immunotherapy. Immunity. 
2020;53(4):824–839e10. https://doi.org/10.1016/j.immuni.2020.09.006.

Woolaver RA, Wang X, Krinsky AL, Waschke BC, Chen SMY, Popolizio V, et al. Differ-
ences in TCR repertoire and T cell activation underlie the divergent outcomes 
of antitumor immune responses in tumor-eradicating versus tumor-progress-
ing hosts. J Immunother Cancer. 2021;9(1):e001615. https://doi.org/10.1136/
jitc-2020-001615.

Ye Q, Song D-G, Poussin M, Yamamoto T, Best A, Li C, et al. CD137 accurately 
identifies and enriches for naturally occurring tumor-reactive T cells in tumor. 
Clin Cancer Research: Official J Am Association Cancer Res. 2014;20(1):44–55. 
https://doi.org/10.1158/1078-0432.CCR-13-0945.

Zhou AC, Wagar LE, Wortzman ME, Watts TH. Intrinsic 4-1BB signals are indispens-
able for the establishment of an influenza-specific tissue-resident memory 
CD8 T-cell population in the lung. Mucosal Immunol. 2017;10(5):1294–309. 
https://doi.org/10.1038/mi.2016.124.

Zhou AC, Batista NV, Watts TH. 4-1BB regulates Effector CD8 T Cell Accumulation in 
the lung tissue through a TRAF1-, mTOR-, and Antigen-Dependent mecha-
nism to enhance tissue-Resident memory T cell formation during respiratory 
influenza infection. J Immunol (Baltimore Md: 1950). 2019;202(8):2482–92. 
https://doi.org/10.4049/jimmunol.1800795.

Zitvogel L, Kroemer G. CD103 + dendritic cells producing interleukin-12 in 
anticancer immunosurveillance. Cancer Cell. 2014;26(5):591–3. https://doi.
org/10.1016/j.ccell.2014.10.008.

zur Hausen H. Condylomata Acuminata and human genital cancer. Cancer Res. 
1976;36(2 pt 2):794.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

https://doi.org/10.1038/nrc.2018.11
https://doi.org/10.1038/nrc.2018.11
https://doi.org/10.1002/ijc.33849
https://doi.org/10.1002/ijc.33849
https://doi.org/10.1038/nm.3838
https://doi.org/10.1038/nm.3838
https://doi.org/10.4049/jimmunol.1501159
https://doi.org/10.4049/jimmunol.1501159
https://doi.org/10.1371/journal.pone.0042459
https://doi.org/10.1186/s40425-018-0399-6
https://doi.org/10.4049/jimmunol.1701039
https://doi.org/10.1016/j.immuni.2009.03.019
https://doi.org/10.1016/j.immuni.2009.03.019
https://doi.org/10.1016/j.immuni.2012.09.010
https://doi.org/10.1016/j.ctrv.2018.02.008
https://doi.org/10.1016/j.ctrv.2018.02.008
https://doi.org/10.1126/science.1090148
https://doi.org/10.1126/science.1090148
https://doi.org/10.1016/j.oraloncology.2018.06.013
https://doi.org/10.1016/j.oraloncology.2018.06.013
https://doi.org/10.3390/v9090254
https://doi.org/10.1042/BJ20112092
https://doi.org/10.1042/BJ20112092
https://doi.org/10.1093/annonc/mdz271
https://doi.org/10.1016/s0300-9785(83)80033-7
https://doi.org/10.1073/pnas.89.17.8230
https://doi.org/10.1038/s41598-019-49771-0
https://doi.org/10.1158/1078-0432.CCR-17-2140
https://doi.org/10.1158/1078-0432.CCR-17-2140
https://doi.org/10.1016/j.immuni.2020.09.006
https://doi.org/10.1136/jitc-2020-001615
https://doi.org/10.1136/jitc-2020-001615
https://doi.org/10.1158/1078-0432.CCR-13-0945
https://doi.org/10.1038/mi.2016.124
https://doi.org/10.4049/jimmunol.1800795
https://doi.org/10.1016/j.ccell.2014.10.008
https://doi.org/10.1016/j.ccell.2014.10.008

	﻿Hypothesis of a CD137/Eomes activating axis for effector T cells in HPV oropharyngeal cancers
	﻿Abstract
	﻿Introduction
	﻿Hypothesis
	﻿Existence of effector CD4 + FoxP3 + T cells that are not T﻿REG﻿
	﻿CD137 activating receptor
	﻿T﻿REG﻿ reprogramming in effector CD4 + FoxP3 + T cells via CD137 and Eomes
	﻿CD137/Eomes axis in CD8 + T cells
	﻿Relation with HPV-driven cancers
	﻿Perspectives

	﻿Evaluation of the hypothesis
	﻿Study of function
	﻿Study of specificity
	﻿Study of the temporal evolution of T cell activation

	﻿Conclusion
	﻿References


