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The clinical role of the TME in solid cancer
Nicolas A. Giraldo1, Rafael Sanchez-Salas2, J. David Peske1, Yann Vano3,4,5,6, Etienne Becht7, Florent Petitprez4,5,6,8, Pierre Validire9,
Alexandre Ingels2, Xavier Cathelineau2,10, Wolf Herman Fridman4,5,6 and Catherine Sautès-Fridman4,5,6

The highly complex and heterogenous ecosystem of a tumour not only contains malignant cells, but also interacting cells from the
host such as endothelial cells, stromal fibroblasts, and a variety of immune cells that control tumour growth and invasion. It is well
established that anti-tumour immunity is a critical hurdle that must be overcome for tumours to initiate, grow and spread and that
anti-tumour immunity can be modulated using current immunotherapies to achieve meaningful anti-tumour clinical responses.
Pioneering studies in melanoma, ovarian and colorectal cancer have demonstrated that certain features of the tumour immune
microenvironment (TME)—in particular, the degree of tumour infiltration by cytotoxic T cells—can predict a patient’s clinical
outcome. More recently, studies in renal cell cancer have highlighted the importance of assessing the phenotype of the infiltrating
T cells to predict early relapse. Furthermore, intricate interactions with non-immune cellular players such as endothelial cells and
fibroblasts modulate the clinical impact of immune cells in the TME. Here, we review the critical components of the TME in solid
tumours and how they shape the immune cell contexture, and we summarise numerous studies evaluating its clinical significance
from a prognostic and theranostic perspective.
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INTRODUCTION
The tumour microenvironment (TME) is a highly complex
ecosystem. Tumour cells co-exist with immune cells (including
macrophages, polymorphonuclear cells, mast cells, natural killer
cells, dendritic cells (DCs), and T and B lymphocytes) and non-
immune cells (such as endothelial cells and stromal cells) and
establish subtle interactions with them that determine the
tumour’s natural history. In particular, the immune cell component
of a tumour is fundamental in determining the tumour’s fate, and
its invasive and metastatic ability. A large variety of immune cells
can infiltrate tumours, and their composition and organisation
within the TME are tightly associated with the clinical outcome of
cancer patients. Current efforts to include immune parameters
among the classical oncology prognostic classification tools have
shown promising results.
The advancements in our understanding of the TME have also

led, in recent years, to the development of efficacious therapies to
treat advanced cancer. The treatment of thousands of cancer
patients with monoclonal antibodies targeting inhibitory recep-
tors expressed by immune cells (immune checkpoint blockade)
has yielded remarkable response rates in several types of solid and
haematologic malignancies.1 In this context, the analysis of the
TME has become fundamental to predict response to treatment.

The constantly evolving knowledge about the complexity of the
cancer niche and the dynamic interactions between all its
components has changed the way we think about tumours. In
this integrated model, the TME is shaped in situ by tumour and
non-tumour cellular components, and by other elements such as
the surrounding microbiota. In this article, we discuss evidence
that supports the immune microenvironment as an essential
player in this integrated cancer model, and we summarise
numerous studies, evaluating its clinical significance from a
prognostic and theranostic perspective in solid tumours.

THE TME
The neoplastic immune microenvironment is extremely complex,
as virtually all immune cell types, including macrophages,
polymorphonuclear cells, mast cells, NK cells, DCs, and T and B
lymphocytes, can infiltrate cancer tissues.2 The role of these
immune cell types in tumour evolution and growth is diverse and
is tightly linked to their inherent functions and to the molecules
they express (e.g., cytokines3 or inhibitory ligands).
The prototypical anti-tumour immune cell is the CD8+ T

lymphocyte, which can recognise tumour cells in an antigen-
specific manner and secrete cytotoxic molecules to kill them
directly. Before exerting their cytotoxic functions, however, CD8+
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T cells must be primed and educated by professional antigen
presenting cells (APCs), i.e., DCs. Although these interactions
between naive T cells and mature DCs cells have traditionally been
thought to take place in secondary lymphoid organs (i.e., lymph
nodes), it is now clear that they can also occur within, or adjacent
to, the tumoural tissue, in organised tertiary lymphoid structures.4

These specialised structures provide an area within the TME that is
protected from the immunomodulatory effects of the tumour or
stromal cells, and is enriched with T cell activation cytokines.
Recent studies suggest that the anti-tumour immune response
can be orchestrated within these structures.5,6 Cytotoxic NK cells
can also exert anti-tumour killing independently of any previous
interaction with APCs,7 notably in the case of a loss of class I major
histocompatibility complex (MHC) molecules on the surface of
tumour cells. CD4+ Th1-oriented T cells are also important in
promoting an anti-tumour immune response through the
production of cytokines essential for T cell proliferation, as well
as for macrophage recruitment and activation.8

By contrast, other immune cells, such as tumour-promoting
M2 macrophages and immature granulocytic and monocytic
cells (myeloid-derived suppressor cells (MDSCs)) can favour
tumour progression through the induction of stromal cell
proliferation, vascularisation, extracellular matrix deposition
(ECM), and cell migration.9–11 These and other immune cells can
also promote tumour progression by inhibiting the in situ immune
response. The prototypical immunosuppressor cells are regulatory
CD4+ T lymphocytes (Treg), which directly secrete or facilitate the
formation of immunosuppressive molecules (e.g., IL-10, adeno-
sine), and modulate the APC function (e.g., via CTLA-4–CD80/86
interactions.)12

Some immune cells often demonstrate plasticity in the TME,
showing both tumour-promoting and tumour-inhibiting potential.
For example, whereas some macrophages (M1) mainly produce
pro-inflammatory cytokines that potentiate the anti-tumour
immune response, others (M2) can promote fibroblast prolifera-
tion, ECM deposition and immunosuppression.13

Importantly, the total composition of immune cells in the TME is
not a binary ‘anti-tumour’ or ‘pro-tumour’ environment, but rather
a mixture of these cell types. The overall phenotype is determined
by the interactions of the immune cells with each other and with
non-immune cells. The tumour and stromal cells play an essential
role in determining the composition of the immune cell infiltrate,
as well as the rate of recruitment, and their in situ phenotype and
function.

SHAPING THE TME
The tumour mutational landscape
Genetic mutations, ranging from single base substitutions to
chromosome translocations, are the cornerstone of the develop-
ment of neoplastic lesions.14 Individual DNA mutations that
accumulate over time often lead to the stepwise transformation of
normal cells into dysplastic and eventually neoplastic tumour cells.
These mutations can be induced by a broad array of cellular
stressors, such as carcinogens in cigarette smoke, ionising
radiation including UV light from the sun, or reactive oxygen
species generated by myeloid cells during chronic inflammation.15

The number and characteristics of these pathogenic tumour
mutations shape the composition of the immune microenviron-
ment through several different mechanisms (Fig. 1).
First, a portion of mutated peptide epitopes resulting from

either driver or passenger mutations can be presented on tumour
cell class I MHC molecules and be recognised by CD8+ T cells,
which, together with T-cell-attracting chemokines such as CXCL9
and CXCL10, promotes a brisk infiltration by cytotoxic T
lymphocytes. The mutations that create tumour-associated
neoantigens have become more appreciated with recent
advances in sequencing and computational techniques, leading
to the concept that a tumour mass is often composed of different
subclones of cells with different immunogenic potentials.16,17 The
prototypical example of immune cell response induced by tumour
cell mutations is microsatellite instable (MSI) colorectal cancer
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Stromal cells and extracellular matrix

Express tumour-related antigens

Endothelial cells: aberrant with poor
T cell recruitment capacities
Fibroblasts: immunosuppressive and
act as a barrier for chemotherapeutic
agents

Mutations can induce secretion or
expression of immunomodulatory
molecules
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CD8+ T and NK cells:
anti-tumour cytotoxic capacities
Dendritic cells and B cells: prime
and educate T cells
M2-macrophages, MDSC,
and Treg: promote tumour
proliferation, immunosuppression,
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Fig. 1 The tumour microenvironment and immune contexture in cancer. Schematic depicting the three main components in the tumour
microenvironment. The mechanisms shaping the immune cell contexture are highlighted. MDSCs, myeloid-derived suppressor cells; Treg,
regulatory CD4+ T cells
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(CRC). This subtype represents ~ 15% of CRC cases and is
characterised by defective DNA mismatch repair machinery,
resulting in an increased rate of mutagenesis as compared with
microsatellite stable tumours (MSS).18 Furthermore, MSI CRC
tumours display increased infiltration with CD8+ T cells, B cells
and macrophages, as well as an increased expression of Th1-
related genes.19,20

Second, some driver or passenger mutations can induce
molecular pathways that shape tumour infiltration by immune
cells independently of their neoantigenic potential. For example,
the mutation-driven activation of the Wnt-β-catenin pathway in
melanoma,21 colorectal cancer,22,23 and hepatocellular carci-
noma24 limit the accumulation of cytotoxic T cells and DCs. In
addition, models of lung adenocarcinoma suggest that mutations
in the Myc and Ras pathways cooperate to establish an
immunosuppressive microenvironment by driving expression of
the chemokine CCL9—which recruits immunosuppressive and
angiogenic macrophages – and interleukin (IL)-23, and prevents
the accumulation of cytotoxic NK cells and T cells in the tumour.25

Similarly, KRAS mutations in pancreatic ductal cells drive the
expression of granulocyte-macrophage colony-stimulating factor,
which leads to the recruitment of large numbers of neutrophils
and prevents an effective anti-tumour T cell response.26 It has
been shown that other primary tumours, including those in the
breast, lung and gastrointestinal cancer, also activate granulopoi-
esis in the bone marrow and actively stimulate the release and
recruitment of mature immunosuppressive neutrophils and
monocytes from the circulation.27–29

Third, mutations in tumour cells can alter immune cell functions
once they are recruited within the tumour mass. For example,
Coelho et al. found that oncogenic RAS can drive tumour cell-
intrinsic upregulation of the programmed cell death ligand 1 (PD-
L1).30 By binding to programmed cell death protein 1 (PD-1)
expressed on activated T cells, PD-L1 suppresses the effector
activity of T cells that might otherwise confer cytotoxicity.
These three mechanisms shape the composition of immune cells

within the tumour significantly. In some tumour types, such as lung
adenocarcinoma, the extent of T cell infiltration is tightly correlated
with neoantigen frequency.31 However, no such correlation has
been observed in melanoma patients.32 Other tumours, such as
pancreatic adenocarcinoma and renal cell carcinoma (RCC), have a
lower frequency of neoantigens but might still exhibit a high
degree of infiltration by T cells (Fig. 2). Thus, although the
mutational load is tightly correlated with the degree of tumour
inflammation, the nature of the driver mutations and additional
neoantigenic mutations that accumulate critically influence the
nature and function of the immune cell composition.

The non-immune components
Tumour cells have high mitotic and metabolic rates and therefore
need to maintain sufficient oxygen and nutrient levels to support
their growth. A vascular network is fundamental for a tumour’s
development. The hypoxic tumour environment promotes the
production of proangiogenic factors (e.g., vascular endothelial
growth factor, transforming growth factor-β, fibroblast growth
factor and platelet-derived growth factor.),33,34 which can prompt
rapid angiogenesis but often results in the formation of aberrant
vasculature.35 Several studies have shown that tumour-associated
endothelial cells often express low levels of leucocyte adhesion
molecules (e.g., ICAM1 and VCAM1) and T cell-recruiting
chemokines, thereby impeding the recruitment of anti-tumour
immune cells.36–39 Furthermore, the tumour blood vessels are
tortuous, leaky and with reduced pericyte coverage, which might
present mechanical barriers to infiltration by T cells.40

Conversely, in situations where the tumour vasculature does
contain appropriate ligands, an active T cell infiltrate can be
present. Of particular interest is the development of tertiary
lymphoid structures (TLSs), which are highly specialised immune
aggregates.4,41,42 These immune aggregates contain not only a
high density of immune cells facilitating their interactions but also
a highly efficient and specialised vasculature–so-called ‘high
endothelial venules,’ which are otherwise only found in lymph
nodes. These specialised vessels are capable of actively recruiting
naïve T cells and B cells from the circulation. Mature DCs that
migrate to the site activate and educate the newly recruited
T cells, which proliferate and differentiate into T effector memory
cells. The B cells also proliferate and differentiate into plasma cells.
Thus, although many characteristics of the tumour vasculature
hinder the development of an immune cell composition that is
predominantly ‘anti-tumour,’ certain cases, such as the formation
of TLSs and infiltration by T6 and B43 cells, can support an adaptive
anti-tumour immune response.
Of the other non-endothelial tumour-associated stromal cells,

fibroblasts have been most convincingly shown to shape the
process of immune cell recruitment and differentiation. Various
studies suggest that under certain stimuli, cancer-associated
fibroblasts (CAF) can acquire a pro-inflammatory signature
characterised by the expression of immunomodulatory molecules
(e.g., TGF-β44 or PD-L1/L245,46), as well as chemokines that
promote recruitment of immunosuppressive myeloid cells (e.g.,
CXCL12, CCL2, CCL3, CCL4 and CCL5).9,47,48 In addition, CAF often
form part of an intricate and thick arrangement of cells and
stromal matrix surrounding tumour nests (also known as a
desmoplastic reaction), which represents a physical barrier for
cytotoxic immune cell infiltration.49
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Fig. 2 The tumour microenvironment and mutational landscape across tumour types. Heatmap representing the average number of somatic
mutations (ranging from 0.7 per megabase in thyroid cancer, to 11 per megabase in melanoma)155 and relative abundance of infiltrating
immune and stromal cells across 15 different human tumours as determined by Microenvironment Cell Populations-counter (MCP-counter).156

The cancer types are organised from left to right according to the abundance of T cell infiltrate. SqCC, squamous cell carcinoma; Adeno,
adenocarcinoma; H&N, head and neck; ccRCC, clear cell renal cell carcinoma; LG, low-grade; HG, high-grade; PTC, papillary thyroid cancer
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Finally, by shaping the balance of nutrients and oxygen within
the TME, the tumour cell can also actively modulate the
phenotype and function of the infiltrating immune cells.50,51

Several studies have provided evidence that the function of the
immune cells, in particular T cells, is tightly linked to their
metabolic state and the abundance of certain nutrients. For
instance, the depletion of glucose or arginine impair T cell
proliferation and cytotoxic functions.52,53 The consumption of
nutrients and the expression of certain enzymes by the tumour
cells can thus deeply impact the TME. Chang et al.54 showed that
the consumption of glucose by tumour cells metabolically restricts
the infiltrating T cells, leading to dampened IFN-γ production.
Also, the overexpression of indoleamine 2,3-dioxygenase (rate-
limiting enzyme of tryptophan catabolism) by the tumour cells has
been associated with the inhibition of T cell functions.55

The unexpected players: the gut microbiota
Recent evidence has highlighted that the microbiota can have a
significant effect on the rate of tumour growth and spread,
probably by shaping the systemic and in situ immune response.
Within the human body, several organs—including the skin, gut
and other mucosas–are colonised by several trillions of microbes,
which constantly interact with the host. This interaction has
relevant systemic effects, including shaping the functional
diversity and the repertoire of B and T cells.56 Although certain
commensal bacteria seem necessary to maintain a tonic baseline
immune response,57,58 others can induce a systemic immunor-
egulatory effect.58 For example, alterations in the gut microbiota
are associated with HIV disease progression.59 In contrast, several
studies suggest that certain bacteria can induce a local and
systemic expansion of Treg that are essential to prevent tissue
inflammation.60–65

Not surprisingly, alterations in the gut microbiota also have
effects on cancer development and spreading. For instance, it has
been shown that hepatocellular carcinoma is promoted by the
intestinal microbiota via activation of TLR4.66 The area with the
most interesting evidence is currently cancer therapeutics. In mice,
two studies showed that chemo-67 and radiotherapy68 promoted
gastrointestinal bacterial translocation into the systemic circula-
tion, which probably boosts the immune response and promotes
post-therapy tumour rejection. Similarly, Lida et al.69 showed that
the CD8+ T cell-driven tumour rejection induced by intratumoural
CpG-oligodeoxynucleotides is inhibited by antibiotics.
In the area of checkpoint blockade, recent studies have shown

promising evidence that the response to these agents is
modulated by the gut microbiota. Vetizou et al.70 showed that
the anti-tumour effects of CTLA-4 blockade depends on distinct
Bacteroides species. In this study, tumours in antibiotic-treated or
germ-free mice did not respond to CTLA-4 blockade; this defect
was overcome by gavage with Bacteroides fragilis, by immunisa-
tion with B. fragilis polysaccharides, or by adoptive transfer of B.
fragilis-specific T cells. Similarly, three recent articles described
similar findings with anti-PD-1/PD-L1 therapy. Routy et al.71

showed that fecal microbiota transplantation (FMT) from cancer
patients who responded to anti-PD-1 into germ-free or antibiotic-
treated mice established the anti-tumour effects of PD-1 blockade,
whereas FMT from non-responding patients failed to do so. Similar
results were found by Matson et al.72 in melanoma patients
treated with anti-PD-L1. Finally, Gopalakrishnan et al.73 found that
responding patients with a ‘favourable gut microbiome’ showed
an enhanced systemic and anti-tumour immunity after anti-PD-1
treatment.

THE IMMUNE CELL CONTEXTURE AS A PROGNOSTIC TOOL IN
MODERN CLINICAL PRACTICE
The analysis of the immune microenvironment in retrospective
cohort studies across different tumours has established a clear

correlation between the density of infiltrating immune cells and
the patient’s clinical outcome. More than 280 articles assessing the
correlation between the presence of distinct immune cell
populations and patient prognosis have been published to date
(reviewed in detail in ref.74–76). Overall, clear-cut evidence has
established that the presence of the main cellular players
orchestrating the cytotoxic anti-tumour immune response (e.g.,
cytotoxic CD8+ T cells, Th1-oriented CD4+ T cells, mature
activated DCs and TLSs) is associated with a good clinical outcome
in the vast majority of tumour types. In contrast, high densities of
macrophages—specifically M2-oriented—and Tregs are asso-
ciated with poor prognosis. The major efforts to include
quantification of these immune populations in the standard
clinical practice have been conducted in melanoma and colorectal
cancer, as outlined below.
There are a few rare examples of tumours that do not follow the

association between high infiltration with CD8+ T cells and a
positive prognosis. RCC has been the best studied of these
examples to date, and a relevant number of studies suggest that
increased densities of CD8+ cells are associated with patients’
shorter survival. Recent evidence highlights that this unexpected
correlation is probably related to a dysfunctional immune cell
response in this tumour type, and to the expression of inhibitory
receptors by tumour-infiltrating T cells.77,78 In node-positive
prostate cancer, a stronger infiltration by CD8+ T cells has also
been associated with an enhanced risk of metastasis.79 This
paradoxical association has also been described in some
haematologic malignancies (e.g., diffuse large B-cell lymphoma80

and Hodgkin lymphoma81).

Melanoma
Melanoma was one of the first tumour types in which a high
density of tumour-infiltrating lymphocytes (TILs) was found to
correlate with favourable patient prognosis, including a lower
incidence of lymph node metastasis and longer disease-free
survival (DFS).82,83 Pioneering studies by Azimi et al.84 and Thomas
et al.85 generated data from > 4000 patients with melanoma, semi-
quantitatively grading their lesions according to the degree of
lymphocyte infiltration on Hematoxylin and eosin-stained slides.
This grading scheme (grade 0, TILs absent; grade 1, either a mild
or moderate focal or a mild multifocal lymphocyte infiltrate; grade
2, a marked focal, either a moderate or marked multifocal, or a
mild diffuse lymphocyte infiltrate; and grade 3, a moderate or
marked diffuse lymphocyte infiltrate) was an independent
predictor of DFS, such that a lower grading correlated with a
lower DFS. Notably, patients with tumours assessed to be TIL
grade 3 showed 100% survival after 5 years. These and other
studies86,87 have helped the TIL grading system win recognition
among clinicians as a feasible and inexpensive prognostic factor in
patients with melanoma, and it is now routinely reported by
pathologists following the recommendations of the College of
American Pathology (cancer protocol templates for melanoma88).
This approach supplements other pathologic parameters that
predict patient prognosis, including tumour, node and metastasis
(TNM) staging, the presence of vascular invasion or tumour
regression and the mitotic rate.

Colorectal cancer
Another big effort to validate the prognostic significance of the
presence of TILs has been led in CRC, in which an immunohis-
tochemistry (IHC)-based grading score system called Immuno-
score has been optimised and developed.89 This process involves
scanning a stained slide and analysing it using digital pathology
IHC quantification software. Under the Immunoscore grading
system, CD3+ and CD8+ cells in the invasive margin and the
internal core of the tumour are quantified (as cells/mm2) and
scored as low, intermediate, or high. These groups were defined
using cell density cutoffs based on the mean distribution of CD3+
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and CD8+ cells in 700 tumour lesions (0–25% low, 25–70%
intermediate and 70–100% high). An international consortium has
scored the tumours of > 3500 CRC patients according to this
grading system and has determined that it has a prognostic
significance superior to that of the classical TNM system.90,91

Interestingly, a recent study20 evaluating T cell infiltrate in CRC
tumours found that although MSI CRC display on average a higher
immune infiltrate as compared with MSS, a significant fraction still
displayed a low Immunoscore. There were also several MSS
tumours that exhibited a high Immunoscore. Based on this
evidence, the authors suggested that the Immunoscore was
superior to microsatellite instability in predicting patient disease-
specific recurrence and survival.
Although the evidence associating the Immunoscore with

clinical outcome is strong, there are several factors that challenge
the implementation of this quantification system in clinical
practice. To score a given tumour, an automated system for IHC
staining is required, together with a high-resolution slide scanner
and digital pathology software.

RCC
Contrary to most tumours in which increased numbers of CD8+

T cells are associated with a favourable clinical outcome, the
opposite association has been described for RCC. Our research
group has studied this paradoxical association in detail. Our data
suggested that the increased infiltration with CD8+ T cells in RCC
can be accompanied by either a well orchestrated or an
immunosuppressive TME, and this context determines the
patient’s prognosis. Although two-thirds of the tumours with high
densities of CD8+ TIL are associated with low infiltration by
mature DCs, increased expression of inhibitory ligands (e.g., PD-L1
and PD-L2) and poor clinical outcome, the remaining third is
highly enriched in TLSs, exhibit proliferating T cells and is
associated with remarkably long PFS.77,92

Altogether these data supported the existence of three different
immune profiles in RCC: one with activated fully functional T cells
(immune-activated): one with abundant but inhibited T cells
(immune-inhibited); and one with low infiltration by any immune
cell type (immune-silent).2,93,94 To prove this concept, we used
multiparametric flow cytometry to analyse the phenotype of
tumour-infiltrating T cells in 38 patients with clear cell renal cell
carcinoma (ccRCC) (T stage 1–3), and followed the patients
prospectively for one year (median follow-up 11 months ± 6.)78 We
investigated the co-expression of 14 activation molecules and
inhibitory receptors and subclassified the tumours by unsuper-
vised methods using phenotype data. We corroborated the
existence of three immune profiles in RCC and determined that
patients with immune-inhibited tumours had an extremely high
risk of recurrence in the first year after surgery (70%). These
tumours were characterised by the presence of abundant
regulatory CD4+ T cells and CD8+ T cells co-expressing several
inhibitory receptors (e.g., PD-1, Tim-3 and Lag-3). We have recently
updated the PFS data for this prospective cohort (median follow-
up of 26 months ± 6, Fig. 3) and confirmed the significant
differences in the PFS between patients with these three groups
of tumours. The median survival of patients with immune-
inhibited tumours was only 8 months, but it has not yet been
ascertained for individuals with immune-silent or immune-
activated tumours (Fig. 3).
We also analysed phenotypic T cell markers in the peripheral

blood lymphocytes of this group of ccRCC patients and, through
unsupervised methods, were able to define two main groups of
patients: peripheral blood lymphocyte (PBL)-immune-silent, with
almost absent expression of activation markers (e.g., CD69 and
inducible T cell co-stimulator] or inhibitory receptors (e.g. PD-1,
Tim-3 and CTLA-4); and PBL-immune-inhibited, with prominent
expression of activation markers and inhibitory receptors. The
updated follow-up of these patients showed a sharp difference in
their PFS (Fig. 3). Although the disease has progressed in almost
80% of the patients with PBL-immune-inhibited after 24 months,
this number only reaches 10% in the PBL-immune-silent group.
This is a relevant finding given the feasibility of analysing the
expression of phenotypic markers in PBL from cancer patients.
These promising results are currently being investigated in
prospective clinical trials to evaluate its significance as prognostic
and theranostic tools.

Other tumours
Although not always exhaustively studied in the clinical setting,
other solid malignancies deserve particular attention given the
abundant evidence associating the TME with clinical outcome.
In breast cancer, the analysis of thousands of samples has found

a strong association between high infiltration with CD8+ T cells or
a Th1-gene signature and longer PFS and OS.95–100 Also, it has
been suggested that this association is particularly strong in
oestrogen receptor (ER) negative, HER-2 negative, as well as ER,
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progesterone receptor, HER-2 triple-negative breast cancers.99 In
contrast, the infiltration with macrophages is associated with poor
prognosis.101–103

In non-small cell lung cancer (NSCLC) the infiltration with CD8+

cells has been associated with good clinical outcome in several
studies that have included several thousands of patients.6,104–109

Interestingly, Goc et al.6 found that lung tumours with high
infiltration with CD8+ cells but low densities of mature DCs were
associated with poor prognosis, as compared with tumours with
high numbers of both populations. Also, some studies have
associated the densities of macrophages and B cells with
extended survival in patients with NSCLC.43,105,110–113

THE IMMUNE CELL CONTEXTURE AS A THERANOSTIC TOOL IN
THE CHECKPOINT BLOCKADE ERA
The expression of inhibitory receptors (e.g., CTLA-4, PD-1, Lag-3)
by tumour-infiltrating lymphocytes cells has gained significant
attention in recent years in the oncology field. Many of these
molecules are expressed on T and B cells upon activation, and
their physiologic role is to inhibit the immune function once they
bind to their respective ligand.114 Several clinical trials using
monoclonal antibodies to block these receptor-ligand interactions
have shown remarkable response rates in solid cancer and
haematologic malignancies in recent years. The sensitivity to these
therapies seems to depend on many factors, including some
intrinsic features of the TME.115

The clinical impact of PD-1-PD-L1/L2 blockade in cancer has
been extensively studied. To date, data for thousands of patients
have been reported, with durable objective response rates (ORR)
ranging 32–42% in melanoma, 12–26% in NSCLC, 14–31% in
urothelial cancer and 14–21% in RCC. Biomarkers to predict
clinical outcome have also been studied in many of these trials.
The increased expression of PD-L1 by tumour or infiltrating
immune cells, high mutational loads and increased densities of
TIL, are the most promising biomarkers that best correlate with
response to therapy.

PD-L1 expression
The first two clinical trial using anti-PD-1 agents (nivolumab and
atezolizumab) in patients with solid tumours (melanoma, NSCLC,
RCC, head and neck, prostate, breast and colorectal cancer)
suggested that the expression of PD-L1 in pre-treatment speci-
mens (defined as > 5% tumour cell expression) was associated
with response to treatment.116,117 Subsequently, the majority of
clinical trials assessing response to PD-1–PD-L1 blockade have
evaluated the protein expression of PD-L1 by the tumour or
infiltrating immune cells and established its association with
clinical outcome.1 Although the general pattern is consistent, the
absolute response rates and strength of the association between
the expression of PD-L1 and response to PD-1/PD-L1 blockade
varies across tumours. In melanoma (nivolumab118–122) numerous
clinical trials have reported significantly higher ORR in patients
with PD-L1+ tumours (~ 53%) vs. PD-L1- (~ 34%). In NSCLC
(nivolumab,123–127 pembrolizumab,128,129 atezolizumab,117,130

and avelumab131) the ORR is also higher in patients with
PD-L1+ tumours (30%) vs. PD-L1- (19%). Similar percentages have
been reported in urothelial cancer (nivolumab,132 atezolizu-
mab,133–135 durvalumab,136,137 or avelumab138), RCC (nivolu-
mab139 and atezolizumab140), head and neck squamous cell
carcinoma (pembrolizumab141) and gastric cancer (pembrolizu-
mab142). Given this association, the FDA has approved the use of
some of these therapeutic agents only in patients exhibiting a
certain degree of PD-L1 expression on their tumour.89

Mutational loads
Early evidence suggesting that the extent of DNA damage could
also be correlated with response to checkpoint blockade came

from the fact that cancers that demonstrated the highest
response rates to PD-1/PD-L1 blockade therapies (e.g., mela-
noma, NSCLC, bladder and stomach cancer) displayed the
highest mutational loads among all tumour types.143,144

Furthermore, lesions associated with mutagenic aetiologies
(e.g., smoking in NSCLC) or displaying defects in their DNA-
repairing machinery (e.g., MSI) exhibited higher ORR to anti-PD-
1 treatments than tumours from other aetiologies.145,146 In
addition, mismatch repair deficient tumours are particularly
sensitive to anti-PD-1 therapy.147

The quantification of tumour mutational loads has been
included in some clinical trials evaluating the activity of PD-1/
PD-L1 blockade and has revealed its potential association with
therapeutic response. In patients with NSCLC and treated with
pembrolizumab, some tumoural non-synonymous mutations
above the cohort’s median have been associated with higher
ORR and longest PFS.145,148 Interestingly, these studies have also
suggested that patients with PD-L1+ tumours and high mutational
burdens exhibit the highest sensitivity to anti-PD-1 therapy (ORR
91%). These findings were supported by a clinical trial in urothelial
cancer where the activity of atezolizumab was tested; responding
patients exhibited two-fold higher mutational loads than non-
responding patients.134 Finally, a study in melanoma-bearing
patients receiving pembrolizumab (n= 38) found that high
mutational burdens, although not associated with clinical
response, correlated with improved survival.149

Density of TIL
Some clinical trials have also evaluated the correlation between
TIL density and clinical response to anti-PD-1/PD-L1 therapies.
Chen et al.150 reported higher densities of CD3+, CD8+ and
CD45RO+ memory TIL in the pre-treatment biopsies from patients
with melanoma who responded to nivolumab than non-
responders. A similar association between CD8+ TIL numbers
and response to treatment has been reported in patients with
melanoma and colorectal cancer treated with pembrolizu-
mab151,152 or atezolizumab.140 By contrast, two independent
studies have reported that CD8+ TIL densities are not associated
with response to anti-PD-1 in metastatic RCC.140,153

CONCLUSIONS
During the past two decades our understanding of the complexity
of the TME has increased considerably. In-depth characterisation
of each of the cellular components in cancer has shed light on the
convoluted network of interactions between the numerous
components within a tumour mass. Furthermore, the clinical
follow-up of large cohorts of cancer patients has shown how these
interactions have largely determined the clinical evolution of
cancer. The addition of immune-based prognostic biomarkers to
the current clinical practice of oncology and pathology is
imminent, as it rapidly gains recognition within the medical
community.89 The next generation of tumour histology-based
predictive biomarkers will probably transcend single-stain IHCs, as
the whole research field is rapidly moving toward multiparametric
and highly complex techniques (i.e., multispectral immunofluor-
escence, spatial transcriptomics and mass-spectrometry-based
tissue imaging.)154 The challenge facing the tumour immunology
community is how to translate these new highly complex findings
into relevant, simple and consistent biomarkers to use in the
clinical setting.

ACKNOWLEDGEMENTS
This work was supported by the Institut National de la santé et de la Recherche
Medicale (INSERM), University Paris-Descartes, University Pierre and Marie Curie, the
Site de Recherche Integrée sur le Cancer (SIRIC) Cancer Research for Personalised
Medicine (CARPEM) programme, the LabEx Immuno-Oncology (LAXE62_9UMRS972

The clinical role of the TME in solid cancer
NA Giraldo et al.

50



FRIDMAN), the Institut National Du Cancer (INCa), the Cancéropôle Ile-de-France, O.
Lecomte. Florent Petitprez is recipient of a CARPEM fellowship. Yann Vano was
supported by a CARPEM fellowship.

AUTHOR CONTRIBUTIONS
All the authors contributed to the conception, drafting and final revision of the
manuscript.

ADDITIONAL INFORMATION
Competing interests: The authors declare no competing interests.

Consent for publication: All authors read and approved the manuscript.

Note: This work is published under the standard license to publish agreement. After
12 months the work will become freely available and the license terms will switch to
a Creative Commons Attribution 4.0 International (CC BY 4.0).

REFERENCES
1. Giraldo N.A., Taube J.M. PD-L1 and Other Immunological Diagnosis Tools. In:

Zitvogel L., Kroemer G. (eds) Oncoimmunology (Springer, Cham, 2018).
2. Giraldo, N. A. et al. The immune contexture of primary and metastatic human

tumours. Curr. Opin. Immunol. 27, 8–15 (2014).
3. Dranoff, G. Cytokines in cancer pathogenesis and cancer therapy. Nat. Rev.

Cancer 4, 11–22 (2004).
4. Dieu-Nosjean, M.-C. et al. Tertiary lymphoid structures, drivers of the anti-tumor

responses in human cancers. Immunol. Rev. 271, 260–275 (2016).
5. de Chaisemartin, L. et al. Characterization of chemokines and adhesion mole-

cules associated with T cell presence in tertiary lymphoid structures in human
lung cancer. Cancer Res. 71, 6391–6399 (2011).

6. Goc, J. et al. Dendritic cells in tumor-associated tertiary lymphoid structures
signal a Th1 cytotoxic immune contexture and license the positive prognostic
value of infiltrating CD8+T cells. Cancer Res. 74, 705–715 (2014).

7. Morvan, M. G. & Lanier, L. L. NK cells and cancer: you can teach innate cells new
tricks. Nat. Rev. Cancer 16, 7–19 (2016).

8. Haabeth, O. A. W. et al. Inflammation driven by tumour-specific Th1 cells pro-
tects against B-cell cancer. Nat. Commun. 2, 240 (2011).

9. Qian, B.-Z. et al. CCL2 recruits inflammatory monocytes to facilitate breast-
tumour metastasis. Nature 475, 222–225 (2011).

10. Pyonteck, S. M. et al. CSF-1R inhibition alters macrophage polarization and
blocks glioma progression. Nat. Med. 19, 1264–1272 (2013).

11. Murdoch, C., Muthana, M., Coffelt, S. B. & Lewis, C. E. The role of myeloid
cells in the promotion of tumour angiogenesis. Nat. Rev. Cancer 8, 618–631
(2008).

12. Josefowicz, S. Z., Lu, L.-F. & Rudensky, A. Y. Regulatory T cells: mechanisms of
differentiation and function. Annu. Rev. Immunol. 30, 531–564 (2012).

13. Mantovani, A., Marchesi, F., Malesci, A., Laghi, L. & Allavena, P. Tumour-
associated macrophages as treatment targets in oncology. Nat. Rev. Clin. Oncol.
14, 399–416 (2017).

14. Vogelstein, B. et al. Cancer genome landscapes. Science 339, 1546–1558 (2013).
15. Giraldo, N. A., Becht, E., Vano, Y., Sautès-Fridman, C. & Fridman, W. H. The

immune response in cancer: from immunology to pathology to immunother-
apy. Virchows Arch. Int J. Pathol. 467, 127–135 (2015).

16. Yarchoan, M., Johnson Iii, B. A., Lutz, E. R., Laheru, D. A. & Jaffee, E. M. Targeting
neoantigens to augment anti-tumour immunity. Nat. Rev. Cancer 17, 209–222
(2017).

17. Giannakis, M. et al. Genomic correlates of immune-cell infiltrates in colorectal
carcinoma. Cell Rep. 15, 857–865 (2016).

18. Kim T.-M., Laird P. W., Park P. J. The landscape of microsatellite Instability in
colorectal and endometrial cancer genomes. Cell 155, 858–868 (2013).

19. Llosa, N. J. et al. The vigorous immune microenvironment of microsatellite
instable colon cancer is balanced by multiple counter-inhibitory checkpoints.
Cancer Discov. 5, 43–51 (2015).

20. Mlecnik, B. et al. Integrative analyses of colorectal cancer show immunoscore is
a stronger predictor of patient survival than microsatellite instability. Immunity
44, 698–711 (2016).

21. Spranger, S., Bao, R. & Gajewski, T. F. Melanoma-intrinsic β-catenin signalling
prevents anti-tumour immunity. Nature 523, 231–235 (2015).

22. Becht, E. et al. Immune and stromal classification of colorectal cancer is asso-
ciated with molecular subtypes and relevant for precision immunotherapy. Clin.
Cancer Res. 22, 4057–4066 (2016).

23. Grasso, C. S. et al. Genetic mechanisms of immune evasion in colorectal cancer.
Cancer Discov. 8, 730–749 (2018).

24. Calderaro, J. et al. Histological subtypes of hepatocellular carcinoma are related
to gene mutations and molecular tumour classification. J. Hepatol. 67, 727–738
(2017).

25. Kortlever, R. M. et al. Myc cooperates with Ras by programming inflammation
and immune suppression. Cell 171, 1301–1315 (2017).

26. Pylayeva-Gupta, Y., Lee, K. E., Hajdu, C. H., Miller, G. & Bar-Sagi, D. Oncogenic
Kras-induced GM-CSF production promotes the development of pancreatic
neoplasia. Cancer Cell 21, 836–847 (2012).

27. Wu, W.-C. et al. Circulating hematopoietic stem and progenitor cells are
myeloid-biased in cancer patients. Proc. Natl Acad. Sci. USA 111, 4221–4226
(2014).

28. Casbon, A.-J. et al. Invasive breast cancer reprograms early myeloid differ-
entiation in the bone marrow to generate immunosuppressive neutrophils. Proc.
Natl. Acad. Sci. USA 112, E566–E575 (2015).

29. Coffelt, S. B., Wellenstein, M. D. & de Visser, K. E. Neutrophils in cancer: neutral no
more. Nat. Rev. Cancer 16, 431–446 (2016).

30. Coelho, M. A. et al. Oncogenic RAS signaling promotes tumor immunoresistance
by stabilizing PD-L1 mRNA. Immunity 47, 1083–1099.e6 (2017).

31. Chae, Y. K. et al. Mutations in DNA repair genes are associated with increased
neo-antigen load and activated T cell infiltration in lung adenocarcinoma.
Oncotarget 9, 7949–7960 (2018).

32. Spranger, S. et al. Density of immunogenic antigens does not explain the pre-
sence or absence of the T-cell-inflamed tumor microenvironment in melanoma.
Proc. Natl Acad. Sci. USA 113, E7759–E7768 (2016).

33. Carmeliet, P. & Jain, R. K. Angiogenesis in cancer and other diseases. Nature 407,
249–257 (2000).

34. Huang Y., et al Improving immune–vascular crosstalk for cancer immunother-
apy. Nat. Rev. Immunol. 18, 195–203 (2018).

35. Jain, R. K. Antiangiogenesis strategies revisited: from starving tumors to alle-
viating hypoxia. Cancer Cell 26, 605–622 (2014).

36. Buckanovich, R. J. et al. Endothelin B receptor mediates the endothelial barrier
to T cell homing to tumors and disables immune therapy. Nat. Med. 14, 28–36
(2008).

37. Fisher, D. T. et al. IL-6 trans-signaling licenses mouse and human tumor
microvascular gateways for trafficking of cytotoxic T cells. J. Clin. Invest. 121,
3846–3859 (2011).

38. Woods, A. N. et al. Differential expression of homing receptor ligands on tumor-
associated vasculature that control CD8 effector T cell entry. Cancer Immunol.
Res. 5, 1062–1073 (2017).

39. Harlin, H. et al. Chemokine expression in melanoma metastases associated with
CD8+T-cell recruitment. Cancer Res. 69, 3077–3085 (2009).

40. Hamzah, J. et al. Vascular normalization in Rgs5-deficient tumours promotes
immune destruction. Nature 453, 410–414 (2008).

41. Peske, J. D. et al. Effector lymphocyte-induced lymph node-like vasculature
enables naive T cell entry into tumours and enhanced anti-tumour immunity.
Nat. Commun. 6, 7114 (2015).

42. Dieu-Nosjean, M.-C., Goc, J., Giraldo, N. A., Sautès-Fridman, C. & Fridman, W. H.
Tertiary lymphoid structures in cancer and beyond. Trends Immunol. 35,
571–580 (2014).

43. Germain, C. et al. Presence of B cells in tertiary lymphoid structures is associated
with a protective immunity in patients with lung cancer. Am. J. Respir. Crit. Care.
Med. 189, 832–844 (2014).

44. Kojima, Y. et al. Autocrine TGF-β and stromal cell-derived factor-1 (SDF-1) sig-
naling drives the evolution of tumor-promoting mammary stromal myofibro-
blasts. Proc. Natl Acad. Sci. 107, 20009–20014 (2010).

45. Nazareth, M. R. et al. Characterization of human lung tumor-associated fibro-
blasts and their ability to modulate the activation of tumor-associated T cells. J.
Immunol. 178, 5552–5562 (2007).

46. Pinchuk, I. V. et al. PD-1 ligand expression by human colonic myofibroblasts/
fibroblasts regulates CD4+T-cell activity. Gastroenterology 135, 1228–1237
(2008).

47. Silzle, T. et al. Tumor-associated fibroblasts recruit blood monocytes into tumor
tissue. Eur. J. Immunol. 33, 1311–1320 (2003).

48. Takahashi, H. et al. Cancer-associated fibroblasts promote an immunosuppres-
sive microenvironment through the induction and accumulation of protumoral
macrophages. Oncotarget 8, 8633–8647 (2016).

49. Ene-Obong, A. et al. Activated pancreatic stellate cells sequester CD8+T cells to
reduce their infiltration of the juxtatumoral compartment of pancreatic ductal
adenocarcinoma. Gastroenterology 145, 1121–1132 (2013).

50. Buck, M. D., O’Sullivan, D. & Pearce, E. L. T cell metabolism drives immunity. J.
Exp. Med. 212, 1345–1360 (2015).

51. Buck, M. D., Sowell, R. T., Kaech, S. M. & Pearce, E. L. Metabolic Instruction of
Immunity. Cell 169, 570–586 (2017).

The clinical role of the TME in solid cancer
NA Giraldo et al.

51



52. Cham, C. M. & Gajewski, T. F. Glucose availability regulates IFN-γ production and
p70S6 kinase activation in CD8+ effector T cells. J. Immunol. 174, 4670–4677
(2005).

53. Fletcher M., et al. l-Arginine depletion blunts antitumor T cell responses by
inducing myeloid-derived suppressor cells. Cancer Res. 75, 275–83 (2014).

54. Chang, C.-H. et al. Metabolic competition in the tumor microenvironment is a
driver of cancer progression. Cell 162, 1229–1241 (2015).

55. Uyttenhove, C. et al. Evidence for a tumoral immune resistance mechanism
based on tryptophan degradation by indoleamine 2,3-dioxygenase. Nat. Med. 9,
1269–1274 (2003).

56. Honda, K. & Littman, D. R. The microbiota in adaptive immune homeostasis and
disease. Nature 535, 75–84 (2016).

57. Bouskra, D. et al. Lymphoid tissue genesis induced by commensals through
NOD1 regulates intestinal homeostasis. Nature 456, 507–510 (2008).

58. Belkaid, Y. & Hand, T. Role of the microbiota in Immunity and inflammation. Cell
157, 121–141 (2014).

59. Vujkovic-Cvijin, I. et al. Dysbiosis of the gut microbiota is associated with HIV
disease progression and tryptophan catabolism. Sci. Transl. Med. 5, 193ra91
(2013).

60. Karimi, K., Inman, M. D., Bienenstock, J. & Forsythe, P. Lactobacillus reuteri-
induced regulatory T cells protect against an allergic airway response in mice.
Am. J. Respir. Crit. Care. Med. 179, 186–193 (2009).

61. Lathrop, S. K. et al. Peripheral education of the immune system by colonic
commensal microbiota. Nature 478, 250–254 (2011).

62. Atarashi, K. et al. Treg induction by a rationally selected mixture of Clostridia
strains from the human microbiota. Nature 500, 232–236 (2013).

63. Smith, P. M. et al. The microbial metabolites, short-chain fatty acids, regulate
colonic Treg cell homeostasis. Science 341, 569–573 (2013).

64. Arpaia, N. et al. Metabolites produced by commensal bacteria promote per-
ipheral regulatory T cell generation. Nature 504, 451–455 (2013).

65. Furusawa, Y. et al. Commensal microbe-derived butyrate induces the differ-
entiation of colonic regulatory T cells. Nature 504, 446–450 (2013).

66. Dapito, D. H. et al. Promotion of hepatocellular carcinoma by the intestinal
microbiota and TLR4. Cancer Cell 21, 504–516 (2012).

67. Viaud, S. et al. The intestinal microbiota modulates the anticancer immune
effects of cyclophosphamide. Science 342, 971–976 (2013).

68. Paulos, C. M. et al. Microbial translocation augments the function of adoptively
transferred self/tumor-specific CD8+T cells via TLR4 signaling. J. Clin. Invest. 117,
2197–2204 (2007).

69. Iida, N. et al. Commensal bacteria control cancer response to therapy by
modulating the tumor microenvironment. Science 342, 967–970 (2013).

70. Vétizou, M. et al. Anticancer immunotherapy by CTLA-4 blockade relies on the
gut microbiota. Science 350, 1079–1084 (2015).

71. Routy, B. et al. Gut microbiome influences efficacy of PD-1-based immu-
notherapy against epithelial tumors. Science 359, 91–97 (2018).

72. Matson, V. et al. The commensal microbiome is associated with anti-PD-1 effi-
cacy in metastatic melanoma patients. Science 359, 104–108 (2018).

73. Gopalakrishnan, V. et al. Gut microbiome modulates response to anti-PD-1
immunotherapy in melanoma patients. Science 359, 97–103 (2018).

74. Fridman, W. H., Pagès, F., Sautès-Fridman, C. & Galon, J. The immune contexture
in human tumours: impact on clinical outcome. Nat. Rev. Cancer 12, 298–306
(2012).

75. Becht, E. et al. Immune contexture, immunoscore, and malignant cell molecular
subgroups for prognostic and theranostic classifications of cancers. Adv.
Immunol. 130, 95–190 (2016).

76. Fridman, W. H., Zitvogel, L., Sautès-Fridman, C. & Kroemer, G. The immune
contexture in cancer prognosis and treatment. Nat. Rev. Clin. Oncol. 14, 717–734
(2017).

77. Giraldo, N. A. et al. Orchestration and prognostic significance of immune
checkpoints in the microenvironment of primary and metastatic renal cell
cancer. Clin. Cancer Res. 21, 3031–3040 (2015).

78. Giraldo, N. A. et al. Tumor-infiltrating and peripheral blood t-cell immunophe-
notypes predict early relapse in localized clear cell renal cell carcinoma. Clin.
Cancer Res. 23, 4416–4428 (2017).

79. Petitprez F., et al. PD-L1 expression and CD8+T-cell infiltrate are associated with
clinical progression in patients with node-positive prostate cancer. Eur. Urol.
Focus (2017).

80. Muris, J. J. F. et al. Prognostic significance of activated cytotoxic T-lymphocytes
in primary nodal diffuse large B-cell lymphomas. Leukemia 18, 589–596 (2004).

81. Scott, D. W. et al. Gene expression-based model using formalin-fixed paraffin-
embedded biopsies predicts overall survival in advanced-stage classical Hodg-
kin lymphoma. J. Clin. Onco. 31, 692–700 (2013).

82. Clark, W. H. et al. Model predicting survival in stage I melanoma based on tumor
progression. J. Natl. Cancer Inst. 81, 1893–1904 (1989).

83. Clemente, C. G. et al. Prognostic value of tumor infiltrating lymphocytes in the
vertical growth phase of primary cutaneous melanoma. Cancer 77, 1303–1310
(1996).

84. Azimi, F. et al. Tumor-infiltrating lymphocyte grade is an independent predictor
of sentinel lymph node status and survival in patients with cutaneous mela-
noma. J. Clin. Oncol. 30, 2678–2683 (2012).

85. Thomas, N. E. et al. Tumor-infiltrating lymphocyte grade in primary melanomas
is independently associated with melanoma-specific survival in the population-
based genes, environment and melanoma study. J. Clin. Oncol. 31, 4252–4259
(2013).

86. Crowson, A. N., Magro, C. M. & Mihm, M. C. Prognosticators of melanoma, the
melanoma report, and the sentinel lymph node. Mod. Pathol. 19, S71–S87
(2006).

87. Erdag, G. et al. Immunotype and immunohistologic characteristics of tumor-
infiltrating immune cells are associated with clinical outcome in metastatic
melanoma. Cancer Res. 72, 1070–1080 (2012).

88. Cancer Protocol Templates—College of American Pathologists [Internet]. (cited
8 March 2018]. Available from: http://www.cap.org/web/oracle/webcenter/
portalapp/pagehierarchy/cancer_protocol_templates.jspx?_adf.ctrl-
state=162jexggao_4&_afrLoop=374861371580044#!%40%40%3F_afrLoop%
3D374861371580044%26_adf.ctrl-state%3D1chvg2427o_4.

89. Taube J. M., et al. Implications of the tumor immune microenvironment for
staging and therapeutics. Mod. Pathol. 31, 214–234 (2018).

90. Galon, J. et al. Validation of the Immunoscore (IM) as a prognostic marker in
stage I/II/III colon cancer: results of a worldwide consortium-based analysis of
1,336 patients. J. Clin. Oncol. 34, 3500–3500 (2016).

91. Pagès F., et al. International validation of the consensus Immunoscore for the
classification of colon cancer: a prognostic and accuracy study. Lancet
391:2128–2139 (2018).

92. Nakano, O. et al. Proliferative activity of intratumoral CD8(+) T-lymphocytes as a
prognostic factor in human renal cell carcinoma: clinicopathologic demonstra-
tion of antitumor immunity. Cancer Res. 61, 5132–5136 (2001).

93. Becht, E. et al. Prognostic and theranostic impact of molecular subtypes and
immune classifications in renal cell cancer (RCC) and colorectal cancer (CRC).
Oncoimmunology 4, e1049804 (2015).

94. Becht, E., Giraldo, N. A., Dieu-Nosjean, M.-C., Sautès-Fridman, C. & Fridman, W. H.
Cancer immune contexture and immunotherapy. Curr. Opin. Immunol. 39, 7–13
(2016).

95. Park, M. H., Lee, J. S. & Yoon, J. H. High expression of CX3CL1 by tumor cells
correlates with a good prognosis and increased tumor-infiltrating CD8+T cells,
natural killer cells, and dendritic cells in breast carcinoma. J. Surg. Oncol. 106,
386–392 (2012).

96. de Kruijf, E. M. et al. Tumor immune subtypes distinguish tumor subclasses with
clinical implications in breast cancer patients. Breast Cancer Res. Treat. 142,
355–364 (2013).

97. Mohammed, Z. M. A., Going, J. J., Edwards, J., Elsberger, B. & McMillan, D. C. The
relationship between lymphocyte subsets and clinico-pathological determi-
nants of survival in patients with primary operable invasive ductal breast cancer.
Br. J. Cancer 109, 1676–1684 (2013).

98. Seo, A. N. et al. Tumour-infiltrating CD8+lymphocytes as an independent pre-
dictive factor for pathological complete response to primary systemic therapy in
breast cancer. Br. J. Cancer 109, 2705–2713 (2013).

99. Chen, Z. et al. Intratumoral CD8+cytotoxic lymphocyte is a favorable prognostic
marker in node-negative breast cancer. PLoS. ONE 9, e95475 (2014).

100. Gu-Trantien, C. et al. CD4+ follicular helper T cell infiltration predicts breast
cancer survival. J. Clin. Invest. 123, 2873–2892 (2013).

101. Campbell, M. J. et al. Proliferating macrophages associated with high grade,
hormone receptor negative breast cancer and poor clinical outcome. Breast
Cancer Res. Treat. 128, 703–711 (2011).

102. DeNardo, D. G. et al. Leukocyte complexity predicts breast cancer survival and
functionally regulates response to chemotherapy. Cancer Discov. 1, 54–67
(2011).

103. Mahmoud, S. M. A. et al. Tumour-infiltrating macrophages and clinical outcome
in breast cancer. J. Clin. Pathol. 65, 159–163 (2012).

104. Hiraoka, K. et al. Concurrent infiltration by CD8+T cells and CD4+T cells is a
favourable prognostic factor in non-small-cell lung carcinoma. Br. J. Cancer 94,
275–280 (2006).

105. Kawai, O. et al. Predominant infiltration of macrophages and CD8(+) T cells in
cancer nests is a significant predictor of survival in stage IV nonsmall cell lung
cancer. Cancer 113, 1387–1395 (2008).

106. Ruffini, E. et al. Clinical significance of tumor-infiltrating lymphocytes in lung
neoplasms. Ann. Thorac. Surg. 87, 365–371 (2009).

107. Kilic, A., Landreneau, R. J., Luketich, J. D., Pennathur, A. & Schuchert, M. J. Density
of tumor-infiltrating lymphocytes correlates with disease recurrence and

The clinical role of the TME in solid cancer
NA Giraldo et al.

52

http://www.cap.org/web/oracle/webcenter/portalapp/pagehierarchy/cancer_protocol_templates.jspx?_adf.ctrl-state=162jexggao_4&_afrLoop=374861371580044#!%40%40%3F_afrLoop%3D374861371580044%26_adf.ctrl-state%3D1chvg2427o_4
http://www.cap.org/web/oracle/webcenter/portalapp/pagehierarchy/cancer_protocol_templates.jspx?_adf.ctrl-state=162jexggao_4&_afrLoop=374861371580044#!%40%40%3F_afrLoop%3D374861371580044%26_adf.ctrl-state%3D1chvg2427o_4
http://www.cap.org/web/oracle/webcenter/portalapp/pagehierarchy/cancer_protocol_templates.jspx?_adf.ctrl-state=162jexggao_4&_afrLoop=374861371580044#!%40%40%3F_afrLoop%3D374861371580044%26_adf.ctrl-state%3D1chvg2427o_4
http://www.cap.org/web/oracle/webcenter/portalapp/pagehierarchy/cancer_protocol_templates.jspx?_adf.ctrl-state=162jexggao_4&_afrLoop=374861371580044#!%40%40%3F_afrLoop%3D374861371580044%26_adf.ctrl-state%3D1chvg2427o_4


survival in patients with large non-small-cell lung cancer tumors1. J. Surg. Res.
167, 207–210 (2011).

108. Liu, H. et al. Tumor-infiltrating lymphocytes predict response to chemotherapy
in patients with advance non-small cell lung cancer. Cancer Immunol. Immun-
other. 61, 1849–1856 (2012).

109. Geng, Y. et al. Prognostic role of tumor-infiltrating lymphocytes in lung cancer: a
meta-analysis. Cell Physiol. Biochem. 37, 1560–1571 (2015).

110. Ohri, C. M., Shikotra, A., Green, R. H., Waller, D. A. & Bradding, P. Macrophages
within NSCLC tumour islets are predominantly of a cytotoxic M1 phenotype
associated with extended survival. Eur. Respir. J. 33, 118–126 (2009).

111. Welsh, T. J. et al. Macrophage and mast-cell invasion of tumor cell islets confers
a marked survival advantage in non–small-cell lung cancer. J. Clin. Oncol. 23,
8959–8967 (2005).

112. Lohr, M. et al. The prognostic relevance of tumour-infiltrating plasma cells and
immunoglobulin kappa C indicates an important role of the humoral immune
response in non-small cell lung cancer. Cancer Lett. 333, 222–228 (2013).

113. Hernández-Prieto, S. et al. A 50-gene signature is a novel scoring system for
tumor-infiltrating immune cells with strong correlation with clinical outcome of
stage I/II non-small cell lung cancer. Clin. Transl. Oncol. 17, 330–338 (2015).

114. Topalian, S. L. Targeting immune checkpoints in cancer therapy. JAMA 318,
1647–1648 (2017).

115. Topalian, S. L., Taube, J. M., Anders, R. A. & Pardoll, D. M. Mechanism-driven
biomarkers to guide immune checkpoint blockade in cancer therapy. Nat. Rev.
Cancer 16, 275–287 (2016).

116. Topalian, S. L. et al. Safety, activity, and immune correlates of anti-PD-1 antibody
in cancer. N. Engl. J. Med. 366, 2443–2454 (2012).

117. Herbst, R. S. et al. Predictive correlates of response to the anti-PD-L1 antibody
MPDL3280A in cancer patients. Nature 515, 563–567 (2014).

118. Larkin, J., Hodi, F. S. & Wolchok, J. D. Combined nivolumab and ipilimumab or
monotherapy in untreated melanoma. N. Engl. J. Med. 373, 1270–1271 (2015).

119. Weber, J. S. et al. Nivolumab versus chemotherapy in patients with advanced
melanoma who progressed after anti-CTLA-4 treatment (CheckMate 037): a
randomised, controlled, open-label, phase 3 trial. Lancet Oncol. 16, 375–384
(2015).

120. Robert, C. et al. Nivolumab in previously untreated melanoma without BRAF
mutation. N. Engl. J. Med. 372, 320–330 (2015).

121. Weber, D. J., Koroluk, L. D., Phillips, C., Nguyen, T. & Proffit, W. R. Clinical
effectiveness and efficiency of customized vs. conventional preadjusted bracket
systems. J. Clin. Orthod. 47, 261–266 (2013).

122. Wolchok, J. D. et al. Overall survival with combined nivolumab and ipilimumab
in advanced melanoma. N. Engl. J. Med. 377, 1345–1356 (2017).

123. Gettinger, S. et al. Nivolumab monotherapyfor first-line treatment of advanced
non-small-cell lung cancer. J. Clin. Oncol. 34, 2980–2987 (2016).

124. Borghaei, H. et al. Nivolumab versus docetaxel in advanced nonsquamous-cell
non-small-cell lung cancer. N. Engl. J. Med. 373, 1627–1639 (2015).

125. Brahmer, J. et al. Nivolumab versus docetaxel in advanced squamous-cell non-
small-cell lung cancer. N. Engl. J. Med. 373, 123–135 (2015).

126. Gettinger, S. N. et al. Overall survival and long-term safety of nivolumab (anti-
programmed death 1 antibody, BMS-936558, ONO-4538) in patients with pre-
viously treated advanced non-small-cell lung cancer. J. Clin. Oncol. J. Am. Soc.
Clin. Oncol. 33, 2004–2012 (2015).

127. Rizvi, N. A. et al. Activity and safety of nivolumab, an anti-PD-1 immune
checkpoint inhibitor, for patients with advanced, refractory squamous non-
small-cell lung cancer (CheckMate 063): a phase 2, single-arm trial. Lancet Oncol.
16, 257–265 (2015).

128. Herbst, R. S. et al. Pembrolizumab versus docetaxel for previously treated, PD-
L1-positive, advanced non-small-cell lung cancer (KEYNOTE-010): a randomised
controlled trial. Lancet Lond. Engl. 387, 1540–1550 (2016).

129. Garon, E. B. et al. Pembrolizumab for the treatment of non-small-cell lung
cancer. N. Engl. J. Med. 372, 2018–2028 (2015).

130. Fehrenbacher, L. et al. Atezolizumab versus docetaxel for patients with pre-
viously treated non-small-cell lung cancer (POPLAR): a multicentre, open-label,
phase 2 randomised controlled trial. Lancet 387, 1837–1846 (2016).

131. Gulley, J. L. et al. Avelumab for patients with previously treated metastatic or
recurrent non-small-cell lung cancer (JAVELIN Solid Tumor): dose-expansion
cohort of a multicentre, open-label, phase 1b trial. Lancet Oncol. 18, 599–610
(2017).

132. Sharma, P. et al. Nivolumab monotherapy in recurrent metastatic urothelial
carcinoma (CheckMate 032): a multicentre, open-label, two-stage, multi-arm,
phase 1/2 trial. Lancet Oncol. 17, 1590–1598 (2016).

133. Balar A. V., et al. Atezolizumab as first-line treatment in cisplatin-ineligible
patients with locally advanced and metastatic urothelial carcinoma: a single-
arm, multicentre, phase 2 trial. Lancet 389, 67–76 (2017).

134. Rosenberg, J. E. et al. Atezolizumab in patients with locally advanced and
metastatic urothelial carcinoma who have progressed following treatment with
platinum-based chemotherapy: a single-arm, multicentre, phase 2 trial. Lancet
387, 1909–1920 (2016).

135. Powles, T. et al. MPDL3280A (anti-PD-L1) treatment leads to clinical activity in
metastatic bladder cancer. Nature 515, 558–562 (2014).

136. Massard, C. et al. Safety and efficacy of durvalumab (MEDI4736), an anti-
programmed cell death ligand-1 immune checkpoint inhibitor, in patients with
advanced urothelial bladder cancer. J. Clin. Oncol. 34, 3119–3125 (2016).

137. Powles, T. et al. Efficacy and safety of durvalumab in locally advanced or
metastatic urothelial carcinoma: updated results from a phase 1/2 open-label
study. JAMA Oncol. 3, e172411–e172411 (2017).

138. Apolo, A. B. et al. Avelumab, an anti–programmed death-ligand 1 antibody, in
patients with refractory metastatic urothelial carcinoma: results from a multi-
center, phase ib study. J. Clin. Oncol. 35, 2117–2124 (2017).

139. Motzer, R. J. et al. Nivolumab for metastatic renal cell carcinoma: results of a
randomized phase II trial. J. Clin. Oncol. 33, 1430–1437 (2015).

140. McDermott, D. F. et al. Atezolizumab, an anti-programmed death-ligand 1
antibody, in metastatic renal cell carcinoma: long-term safety, clinical
activity, and immune correlates from a phase ia study. J. Clin. Oncol. 34, 833–842
(2016).

141. Chow L. Q. M., et al. Antitumor activity of pembrolizumab in biomarker-
unselected patients with recurrent and/or metastatic head and neck squamous
cell carcinoma: results from the phase Ib KEYNOTE-012 expansion cohort. J. Clin.
Oncol. 34, 3838–3845 (2016).

142. Muro, K. et al. Pembrolizumab for patients with PD-L1-positive advanced gastric
cancer (KEYNOTE-012): a multicentre, open-label, phase 1b trial. Lancet Oncol.
17, 717–726 (2016).

143. Schumacher, T. N. & Schreiber, R. D. Neoantigens in cancer immunotherapy.
Science 348, 69–74 (2015).

144. Lawrence, M. S. et al. Mutational heterogeneity in cancer and the search for new
cancer-associated genes. Nature 499, 214–218 (2013).

145. Rizvi, N. A. et al. Cancer immunology. Mutational landscape determines sensi-
tivity to PD-1 blockade in non-small cell lung cancer. Science 348, 124–128
(2015).

146. Uram, J. N. et al. PD-1 blockade in tumors with mismatch repair deficiency. J.
Clin. Oncol. 33(18_suppl), LBA100 (2015).

147. Le, D. T. et al. Mismatch repair deficiency predicts response of solid tumors to
PD-1 blockade. Science 357, 409–413 (2017).

148. McGranahan, N. et al. Clonal neoantigens elicit T cell immunoreactivity and
sensitivity to immune checkpoint blockade. Science 351, 1463–1469 (2016).

149. Hugo, W. et al. Genomic and transcriptomic features of response to Anti-PD-1
therapy in metastatic melanoma. Cell 165, 35–44 (2016).

150. Chen, P.-L. et al. Analysis of immune signatures in longitudinal tumor samples
yields insight into biomarkers of response and mechanisms of resistance to
immune checkpoint blockade. Cancer Discov. 6, 827–837 (2016).

151. Tumeh, P. C. et al. PD-1 blockade induces responses by inhibiting adaptive
immune resistance. Nature 515, 568–571 (2014).

152. Le, D. T. et al. PD-1 blockade in tumors with mismatch-repair deficiency. N. Engl.
J. Med. 372, 2509–2520 (2015).

153. Taube, J. M. et al. Differential expression of immune-regulatory genes associated
with PD-L1 display in melanoma: implications for PD-1 pathway blockade. Clin.
Cancer Res. 21, 3969 (2015).

154. Vano, Y.-A., Petitprez, F., Giraldo, N. A., Fridman, W. H. & Sautès-Fridman, C.
Immune-based identification of cancer patients at high risk of progression. Curr.
Opin. Immunol. 51, 97–102 (2018).

155. Alexandrov, L. B. et al. Signatures of mutational processes in human cancer.
Nature 500, 415–421 (2013).

156. Becht, E. et al. Estimating the population abundance of tissue-infiltrating
immune and stromal cell populations using gene expression. Genome Biol. 17,
218 (2016).

The clinical role of the TME in solid cancer
NA Giraldo et al.

53


	The clinical role of the TME in solid cancer
	Introduction
	The TME
	Shaping the TME
	The tumour mutational landscape
	The non-immune components
	The unexpected players: the gut microbiota

	The immune cell contexture as a prognostic tool in modern clinical practice
	Melanoma
	Colorectal cancer
	RCC
	Other tumours

	The immune cell contexture as a theranostic tool in the checkpoint blockade era
	PD-L1 expression
	Mutational loads
	Density of TIL

	Conclusions
	Acknowledgements
	ACKNOWLEDGMENTS
	Author contributions
	Competing interests
	ACKNOWLEDGMENTS




