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Abstract

Nasopharyngeal carcinoma is one of the most common
malignancies of head and neck squamous cell carcinoma in
southern China and is closely related to Epstein-Barr virus
infection. Although the treatment efficacy of nasopharyngeal
carcinoma has been made an obvious progress during the
recent years, there are still some patients suffering from
relapse or metastasis, which remains a difficult condition to
manage. Recently, immunotherapy targeting programmed
death-1/programmed death-1 ligand signal pathway has made
a remarkable breakthrough in the treatment of many solid
tumors including head and neck squamous cell carcinoma,
which could be a new treatment after surgery, radiotherapy,
chemotherapy and targeted therapy. Even though lots of
clinical ftrials targeting programmed death-1/programmed
death-1 ligand signal pathway have been carried out, the value
of anti-programmed death-1/programmed death-1 ligand
immunotherapy in nasopharyngeal carcinoma is not yet clear.
This review aims to summarize recent advances in the clinical
research of programmed death-1/programmed death-1 ligand
signal pathway and their blockers in nasopharyngeal
carcinoma.
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Kinase; JAK: Janus Kinase; STAT: Signal Transducer and
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Signaling; AKT: Protein Kinase B; PLCy: Phosphoinositide
Phospholipase C y Subunit; PD-L1%: Expression Rate of PD-
L1; TILs: Tumor-Infiltrating Lymphocytes; TC: Tumor Cells; NC:
Negative Correlation; PC: Positive Correlation; PFS: Progress
Free Survival; OS: Overall Survival; DFS: Disease Free

Survival; LRFS: Local Recurrence Free Survival; HB:

Hemoglobin; BMI: Body Mass Index

Introduction

Nasopharyngeal carcinoma (NPC) is characterized by Epstein-Barr
virus (EBV) infection and high prevalence in South China, Southeast
Asia, the Arctic and North Africa areas, while is rare in western
countries [1]. Along with the development of precise radiotherapy
technologies and combined chemotherapies, the treatment efficacy of
NPC has been made an obvious progress during the recent years.
Unfortunately, there are still about 10% of patients with local
recurrence and 20% with distant metastasis [2,3]. Among them,
patients with distant metastases have a median survival of only 19-21
months [4]. Based on these issues, high-efficient and novel treatments
are needed to improve survival.

Substantial tumor-infiltrating lymphocytes (TILs) are widely
considered to be an indicator of immune interaction between host and
tumor and are implicated in NPC. Generally, the appearance of TILs is
a favorable prognostic factor in many cancers, since it shows that the
tumor is recognized by the immune system and can therefore be
cleared by cytotoxic T cells. However, tolerogenic immune suppression
such as rich population of T regulatory cells (Tregs) amongst TILs can
contribute to the functional inactivation of cytotoxic T cell responses,
which plays an important role in oncogenesis and development of
NPC. Anti-immunosuppressive therapies have developed rapidly in
recent years, especially in the signal pathway of anti- programmed
death-1/programmed death-1 ligand (PD-1/PD-L1). PD-L1 is involved
in the induction of Tregs suggesting that activation of PD-LI could, via
Tregs proliferation, result to tumor immunosuppression and immune
escape whereas its blocking could enhance the endogenous anti-tumor
effects. As reported by clinical trials of anti-PD-1 and anti-PD-L1
antibodies, many solid tumors such as non-small cell lung cancer
(NSCLC) [5], renal cell carcinoma [6], bladder cancer [7] and breast
cancer [8] have all showed good efficacy and relatively low adverse
reactions. Based on the positive results of these clinical trials, two anti-
PD-1 antibodies and three anti-PD-L1 antibodies have been
successively approved by American Food and Drug Administration
(FDA) for the treatment of certain kind advanced malignant tumors.
However, more have to know about PD-1/PD-L1 signal pathway in
NPC because the clinical value of PD-1 and PD-L1 in NPC is not yet
clear. This review aims to summarize recent advances in the clinical
research concerning the relation between PD-1 and PD-L1, their
blockers and the blockers applications in NPC, for providing more
information about the application of PD1 and PD-L1 blockers in basic
research and clinical test of NPC, especially for the patients with local
recurrence or distant metastasis.

EBV and Host Immunity in NPC

EBV, also known as Human Herpesvirus 4 (HHV-4), is the first
DNA virus found related to human tumors, which spreads primarily
through saliva to infect lymphoid tissue B cells. In the healthy hosts,
the invading EBV enters the "latency phase" without any clinical
symptoms under normal immune system surveillance, while in
immunocompromised hosts, EBV proliferates vigorously in lymphoid
tissues and lead to host immunity disorders [9]. The regulation of host
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immune system by EBV is closely related to the occurrence and
development of various human tumors, including gastric cancer, lung
cancer, breast cancer, nasopharyngeal carcinoma and Hodgkin's
lymphoma.

NPC is a multi-gene hereditary malignancy in the nasopharyngeal
area with significant regional differences and ethnic aggregation [1].
EBV infection, heredity, and environmental factors [10] are now
considered to be implicated in mutation of genes involved in
occurrence and development of NPC. EBV-associated NPC tumor cells
typically express the latent membrane proteins 1(LMP1), latent
membrane proteins 2A(LMP2A), latent membrane proteins 2B
(LMP2B), EBV nuclear antigen 1 (EBNAl) and several EBV
noncoding RNAs (EBERs) [11]. Among them, LMP1 is the most
important EBV-encoded tumorigenic protein involved in cell
transformation, cell apoptosis, cell differentiation, cell cycle, and
participates in the invasion and metastasis of malignant tumors [12].

Apart from the crucial role of EBV and immune escape ability in the
development of NPC, its relationship between immune checkpoints
PD-1/PD-L1 has also been reported by many researchers. A recent
study [13] found that PD-L1 expression level was positively related to
LMP1 in EBV positive NPC cell lines both exogenous overexpression
and endogenous induction of LMP1 could result in significant increase
of PD-L1 expression. Further study found that the up-regulation of
PD-L1 mediated by LMP1 was related to several key pathways, such as
STAT3, AP-1, and NF-x B, which stimulate PD-1/PD-L1 signal
pathway activation and eventually leading to immune escape. Such
previously undiscovered novel function of LMP1 may provide new
direction into the tumorigenesis and development of EBV-driven NPC.

PD-1/PD-L1 Signal Pathway

Structure and expression of PD-1

Also known as CD279, PD-1 is a type I transmembrane
glycoprotein inhibitory receptor that was firstly acquired from
apoptotic T cell hybridomas by Ishida [14] in 1992 via the use of the
subtractive hybridization technique. PD-1 is a member of the
immunoglobulin B7-CD28 subfamily and consists of extracellular
domain, hydrophobic transmembrane domain and cytoplasmic
domain. With the immunoreceptor tyrosine-based inhibitory motif
(ITIM) at its proximal membrane end and the immunoreceptor
tyrosine-based switch motif (ITSM) at its distal membrane end of
cytoplasmic domain, these two tyrosine residues are implicated in
execution of PD-1 function [14], which is closely related to effector T
cell immune response and mediation of immune escape. PD-1 is
known as mainly expressed in various immune cells, including
activated CD4+ T cells, CD8+ T cells, B cells, natural killer T cells,
monocytes and dendritic cells [15]. In addition, it is reported that
PD-1 is expressed on the surface of Tregs, which promotes Tregs
proliferation and strengthens the inhibitory immune response [16].

Structure and expression of PD-1 ligands

Also called B7-H1 or CD274, and B7-DC or CD273 respectively,
PD-L1 and PD-L2 are currently the only two known PD-1 ligands.
Like PD-1, PD-L1 and PD-L2 are type I transmembrane glycoproteins
composed of extracellular domain, hydrophobic transmembrane
domain and cytoplasmic domain. On the molecular structure, PD-L1
and PD-L2 possess 40% identical amino acid sequence. PD-L1 is
highly expressed in a variety of human malignant tumor cells, such as

melanoma, renal cell carcinoma, multiple myeloma, breast cancer,
bladder cancer, colon cancer, and lung cancer [17]. Besides, PD-L1 is
also reported to be expressed in tumor infiltrating dendritic cells,
tumor infiltrating lymphocytes and tumor infiltrating macrophages
[18,19]. Compared with PD-L1, PD-L2 possesses a more limited
distribution which is only expressed on the membrane surface of
macrophages, dendritic cells and some B-cell subsets with a low
expression level [20].

Interaction between PD-1 and PD-1 ligands

It has been confirmed that the affinity between PD-1 and its ligands
was different. Compared with the interaction between PD-L1 and
PD-1, the combination of PD-L2 andPD-1 possesses a 2~6-fold higher
affinity and shows a different association and dissociation kinetics.
Assume that PD-L1 and PD-L2 are expressed at the same level, PD-L1
would not able to outcompete PD-L2 for binding PD-1. However,
extremely limited distribution and generally more lower expression of
PD-L2 confirm the binding ability of PD-L1 as the primary binding
ligand of PD-1. That could also be the reason of the low role of PD-L2
in modulating tumor immunity. Moreover, PD-L1 has a preferential
role in regulating Type 1 T helper immune response (Thl response),
whereas PD-L2 may regulate Type 2 T helper immune response (Th2
response) [20].

PD-L1 binds not only to PD-1, but also binds to CD-80 (B7-1) on
the surface of activated T cells to transmit negative regulatory signals
[21]. Although the anti-PD-1 and anti-PD-L1 antibodies act together
on the PD-1 and PD-L1 signal axis, a single type blocker could not
block this signal pathway completely. Because PD-1 blockers could
only prevent the binding of PD-1 to PD-L1 and PD-L2, but it could not
block the interaction of PD-L1 and CDS80. Likewise, anti-PD-L1
antibody can stop the binding of PD-L1 to PD-1 and CD-80 but could
not prevent the interaction of PD-1 and PD-L2. Therefore, some
researchers suggest that the combination of anti-PD-1 antibodies with
anti-PD-L1 antibodies would deliver better clinical results than
monotherapy [22]. However, until now there is no conclusive evidence
favoring such positive results in clinical trials. It will be good to
encourage many studies concerning PD-1 and PD-L1 complementary
antibodies in NPC to assess their possible additional effect or possible
adverse effects and toxicities.

Mechanism of PD-1/PD-L1 inhibitory signal pathway

The human immune system eliminates tumor cells through T-cell
immune responses by recognizing tumor-specific antigens and tumor-
associated antigens. Complete activation of T cells requires three
signals(Figure 1) [23], Signal 1 is the T cell receptor (TCR) signal
which recognized the antigenic peptide-major histocompatibility
complex (p-MHC) presented by antigen-presenting cells (APCs) that
activate tyrosine kinases including ZAP70. Signal 2 is the binding of
co-stimulatory molecules such as CD28, in which mostly PI3 kinase is
activated. Signal 3 is the cytokine receptor signals, in which most
cytokines, including interleukins, IFNs, and hematopoietic growth
factors, activate the Janus kinase (JAK)/signal transducer and activator
of transcription (STAT) pathway [24]. The microenvironmental
regulation of T cells can be described as a fourth or modulating signal
for T-cell activation and function [25].

The link of PD-1 and its ligands together to the TCR signal, leads to
the cytoplasmic domain tyrosine ITSM phosphorylation and then
recruiting of SRC Homology 2-Domain-Containingprotein Tyrosine
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Phosphatase 1 (SHP-1), which in turn dephosphorylates several key
molecules on the TCR signal pathway, such as Zap70 and PI3K.The
dephosphorylation of these key molecules promotes their inactivation,
inhibition of downstream signal, and eventually induce CD8+T and
CD4+T cell anergy (Figure 1). Nevertheless, the specific mechanisms
of T cell anergy have not been fully understood but may include
induction of T cell tolerance, T cell apoptosis, T cell depletion,
enhanced Tregs cell function and inducible co-stimulatory molecules
(ICOS) and PD-1 imbalance.
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Figure 1: T-cell immune responses and PD-1/PD-L1 inhibitory
signal pathway [23].

There are three major T cell activation signals, signal 1, signal 2 and
signal 3. Signal 1 is MHC-antigen-peptide complex-TCR signal that
activate tyrosine kinases including ZAP70. Signal 2 is the co-
stimulatory signals from CD28, in which mostly PI3 kinase is involved.
Signal 3 is the cytokine receptor signals that activate the JAK/STAT
pathway. T cell activation by TCR, co-simulators, and cytokines is
blocked by (1) PD-1, (2) CTLA4, and (3) SOCS.

Clinical Significance of PD-1 and PD-L1 in NPC

Prognosis value of PD-L1

Most retrospective analysis indicated that NPC tumor cells highly
express PD-L1 (Table 1), with a positive expression rate from 89% to
100% [26-31]. The patients with high PD-L1 expression level possess a
worse prognosis than that with low PD-L1 expression [26-29]. Similar
results have been reported in malignant melanoma [32] and renal cell
carcinoma [33]. In contrast, Lee [34] found that only 25% of NPC
tumor cells express PD-L1 and high expression of PD-L1 means better
local recurrence free survival (LRFS) and disease free survival (DFS).
This opposite result is also found in lung squamous cell carcinoma [35]
and breast cancer [36]. However, a larger sample size study [37]
reported that the expression of PD-L1 in NPC tumor cells (TC) (24%)
was much lower than that in TILs (75%) with a cutoff value of 1%, and
without any relation with the prognostic parameter such as overall
survival (OS) and progress free survival (PFS). A previous small
sample study by Hus et al. [30] also showed that PD-L1 expression
level in NPC tumor cells was not associated with patients’ outcome
(Table 1).

Author (Year) Patients PD-L1% Cutoff value Clinical correlation Prognosis
Han X (2017) [26] 65 89% TC 25%TC PC: PD-1 Poor PFS

65 58% TC = 10%TC unrelated Poor PFS OS
Zhou Y (2017) [27] 99 97% TC Positively stained NC: BMI, HB Poor OS
Zhou Y (2017) [28] 132 97% TC Positively stained NC: rT classification, HB Poor OS
Zhang J (2015) [29] 139 95% TC >5% stained cells —_— Poor DFS
Hsu MC (2010) [30] 28 100% TC —_ Unrelated Unrelated
Chen BJ (2013) [31] 18 89% TC >5%TC —_— —
Lee VH (2016) [34] 104 25% TC 25%TC Unrelated Better LRFS DFS

76%(75%TILs,

161 24%TC) 21% TILs or TC Unrelated Unrelated
Chan OS (2017) [37] 24%(17%TILs,

161 15%TC) 25% TILs or TC Unrelated Unrelated

Table 1: Results from clinical researches of PD-L1 in NPC.

Taken together, it can be considered that PD-L1 is highly expressed
in NPC, and its high expression may indicate poor prognosis.
However, there are several studies with controversial results as of
prognostic significance, which may due to the differences of sample
size, baseline, treatment options and tumor heterogeneity. Moreover,
several studies indicated that the detectable PD-L1 expression level is

largely susceptible to antibodies, test methods, scoring standards, and
positive cutoff values. Another problem that we cannot avoid is that
when we suppose to detect PD-L1 expression, shall we detect the
tumor parenchymal cells alone or take tumor stromal cells and
immune cells simultaneously? According to the existed clinical trials,
the default generic detection schema is partial to base on PD-L1
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staining both on TC and TILs with a cutoff value of 1% by
immunohistochemistry (IHC). But this is not a recognized gold
standard. Only when the above problems are solved, the value of PD-
L1 expression level in the prognosis of NPC patients can be
determined.

PD-L1 with clinicopathological characteristics

With regard to the relationship between PD-L1 expression and
clinicopathological characteristics in NPC, the majority of present
studies [26,31,34,37] agreed that there is no correlation between PD-L1
and the patient's age, gender, smoking, staging, and histological type.
Otherwise, it is found in a retrospective study of 132 recurrent NPC
patients [28] that high expression of PD-L1 was significantly associated
with 1T classification of recurrent tumors. They also [27,28] suggested
that the expression of PD-L1 was negatively correlated with plasma
hemoglobin (HB) content and body mass index (BMI), but not with
the peripheral blood EBV DNA load and PD-1 expression, which is
inconsistent with previous founding [38-40] where the expression of
PD-L1 in EBV-associated malignant tumors can be upregulated by
EBV-encoded LMP1. One possible explanation is that the EBV DNA
load in circulating plasma may be an inactive residue of EBV infection
in the previous active period, which results to an inaccurate detection
of EBV DNA load and its correlation with PD-L1. Perhaps a more
sensitive method of detecting present EBV DNA load can eliminate
this interference so that we can replace the detection of PD-L1 by
indirectly detecting EBV viral load to guide the treatment of PD-1/PD-
L1 checkpoint blockade in NPC.

According to a study [26] with stage IVa, when the PD-L1 positive
threshold was set to at 5%, there was an obviously positive correlation
between PD-L1 and PD-1 expression on tumor cells, but when the
positive threshold was set to at 10%, only a correlation trend was
observed between PD-L1 and PD-1 expression (Table 1). It is
speculated that there is an interaction between PD-1 and PD-L1

expression in tumor cells. As reported in the study of Kleffel [32], the
PD-1 pathway in tumor cells can be activated by the tumor cells’ own
PD-L1 and eventually leading to tumor progression. The high level of
PD-L1 is associated with anemia suggesting that hypoxia may induce
immune deficiency through the PD-1/PD-L1 axis [41], but its specific
mechanism is still unclear and needs further investigation.

Prognosis and clinicopathological characteristics of PD-1

Previous studies [27-30] have suggested that PD-1 is only expressed
on the surface of NPC immune cells, and the expression rate of PD-1 is
lower than that of PD-L1 by about 30%-40%. However, report of Han
[26] where it is found for the first time that PD-1 is also expressed on
the surface of NPC tumor cells with corresponding expression rates
(88% and 38% separately) when the positive threshold is set at 5% and
10% respectively (Table 2). Similar study has also been reported in
melanoma [32], which suggests that the expression of PD-1 and PD-L1
and their mechanisms of interaction is more complicated than what we
have found in current studies.

Although there aren’t any relation between PD-1 expression status
in NPC and patients clinicopathological characteristics, its
relationship with prognosis remains controversial. Multiple studies
[26-28] have reported that PD-1 is not associated with the prognosis of
NPC patients. While a small sample research [30] found that patients
with PD-1 positive expression had a shorter OS, DFS, and LRFS, which
means a worse prognosis. However, Zhang [29] reported that a single
expression of PD-1 is not an independent prognostic factor for NPC,
but co-expression of PD-1 and PD-L1 may reflect a significant
reduction in DFS (Table 2). In contrast, a study by Ooft [42] found that
co-expression of PD-1 and PD-L1 may predict a better OS.
Nevertheless, all these studies above have the problems of small sample
size short follow-up time and less incidents of recurrence or metastasis.
Therefore, further studies are required by using more large-sample
multi-center prospective researches for great confirmation.

Author (Year) Patients PD-1% Cutoff value Clinical correlation Prognosis
Han X (2017) [25] 65 88% TC 25% TC Unrelated Unrelated Unrelated Unrelated
65 38% TC 210%TC
Zhou Y (2017) [26] 99 44.4% TILs Positively stained Unrelated Unrelated
Zhou Y (2017) [27] 132 37.9% TILs Positively stained Unrelated Unrelated
Zhang J (2015) [28] 139 37.4% TILs H-score>0 —_— Poor DFS (PD-1/PD-
L1 co-expression)
Ooft ML (2017) [42] 78 76% >40/field(200x%) — Better OS (PD-1/PD-
L1 co-expression)
Hsu MC (2010) [29] 46 28.4% CD8+T Positively stained Unrelated Unrelated Poor OS, DFS, LRFS
46 15.6 % Positively stained Unrelated
CD4+T

Table 2: Results from clinical researches of PD-1 in NPC.

Based on the fact that the use of PD-1, PD-L1, and their co-
expression as prognostic indicators of advanced NPC has not been
discovered yet, the clinical significance of immunotherapy targeting
PD-1/PD-L1 in NPC is not much clear. However, as reported from the
current published clinical trials, both anti-PD-1 antibodies and anti-
PD-L1 antibodies have appeared good efficacy and low adverse

reactions in many advanced tumors, which suggesting that PD-1/PD-
L1 blockers might be equally effective in advanced NPC.
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Clinical Trial of Anti-PD-1/PD-L1 Therapy in NPC

PD-1/PD-L1 immune checkpoint blockers

Recently, the anti-PD-1 monoclonal antibodies mainly include
Opdivo (Nivolumab), Keytruda (Pembrolizumab) and Pidilizumab
(CT-011). Anti-PD-L1 monoclonal antibodies mainly include
BMS-936559 (MDX1105), Tecentriq (Atezolizumab or MPDL3280A),
Durvalumab (MEDI4736) and Avelumab (MSB0010718C). Among
them, the PD-1 inhibitors Keytruda and Opdivo have been approved
by the American Food and Drug Administration (FDA). The former is
applicable to patients with advanced or unresectable melanoma who
are no longer responding to other medications, and the latter has also
been approved for the treatment of metastatic squamous NSCLC that
continues to progress after chemotherapy and classical Hodgkin's
lymphoma that relapses or progresses after treatment. In 2016, the
FDA approved the first PD-L1 inhibitor, Tecentriq, for the treatment of
locally advanced or metastatic urothelial carcinoma. Then, in 2017,
Imfinzi (Durvalumab) and Bavencio (Avelumab) were approved
successively by the FDA. The former has the similar indications as
Tecentriq, and the latter is the first treatment for metastatic Merkel cell
carcinoma in adolescents over 12 years of age.

Current clinical trials of anti-PD-1/PD-L1 treatment in NPC

As of Jun 10, 2018, according to the information obtained from
PubMed and Clinicaltrials.gov website, there are only two clinical trials
concerning Pembrolizumab and Nivolumab in NPC. In the non-
randomized- multicohort, phase Ib clinical trial KEYNOTE-028
(NCT02054806) [43], the 27 recurrent or metastatic nasopharyngeal
carcinoma (RM-NPC) patients with PD-L1 positive expression
received a dose of 10 mg/kg Pembrolizumab treatment every 2 weeks
up to 2 years or until disease progression or unacceptable toxicity. The
results revealed that the objective response rate (ORR) and duration of
response (DOR) reached 25.9% and 17.1 months, respectively. Despite
of these encouraging results, most PD-L1 positive patients did not
respond to pembrolizumab treatment. Since this study did not include
PD-L1-negative patients for comparison and their sample size are
limited, it will be difficult to conclude that PD-L1 positive is a potential
effective biological indicator for anti-PD-1 antibody therapy. In
another multicenter phase II clinical trial (NCT02339558) (n=43) [44],
it was observed that PD-L1 positive RM-NPC patients may be more
likely to benefit from Nivolumab than PD-L1 negative expression.
However, according to certain clinical trials of NSCLC [45,46] part of
PD-L1-negative NSCLC patients could also benefit from anti-PD-1
and anti-PD-L1 therapy, and there is no significant correlation
between PD-L1 status and ORR[46]. These data suggest that the use of
PD-L1-positive only as an effective biological indicator for anti-
PD-1/PD-L1 therapy can exclude potential immunotherapy-benefiting
patients. Although both two trials showed that drugs targeting PD-1
have achieved a certain efficacy and low toxicity in the treatment of
RM-NPC patients, more researches with high grade evidence are
needed to know more concerning its therapeutic effect.

In advanced NPC, the phase II clinical trial pembrolizumab
(NCT02611960) is currently underway where the recruitment criteria
is RM-NPC patients who have undergone platinum chemotherapy,
regardless of PD-L1 expression status. It is believed that the results of
this trial will help to evaluate the predictive effect of PD-LI in anti-
PD-1 treatment on RM-NPC. Besides, the strategies for detection of
laboratory indicators for selection of the dominant population for anti-
PD-1/PD-L1 treatment in NPC remains to discover. Based on the

existed clinical studies, it could be suggested that explore the relevance
of certain marker such as peripheral blood Epstein-Barr virus DNA
loadHB content and other candidate indicators will be good for
enhancement of treatment efficacy. However, the efficacy of anti-
PD-1/PD-L1 therapy in patients with locally advanced non-RM-NPC
has not been studied at present, which might be a new direction for the
researchers in the future.

Future perspectives

PD-1/PD-L1 immune checkpoint blockers have shown rapid onset,
long-lasting response and good tolerability in many solid tumors,
hematological malignancies, and have appeared inspiring efficacy in
RM-NPC. However, from clinical trials to clinical applications, there
are such problems which need to be resolved and further confirmed.
The predictive treatment value of PD-L1 for anti-PD-1/PD-L1
immunotherapy on NPC is not yet clear. Then, how to select the
dominant population to individualize and optimize treatment has
becoming the most important issue at present. Moreover, exploring
different treatment modalities in NPC must be study such as
administration in single dose or combined administration (combined
with chemotherapy, radiation, or other targeted drugs). Much have to
know about the timing of administration, first-line, second-line, or
third-line. Whether there is a more effective and less toxic immune
checkpoint inhibitor except PD-1/PD-L1.

Nowadays, PD-L1 remains to be the most widely studied biomarker
in prediction the efficacy of anti-PD-1/PD-L1 immunotherapy, but it
was also thought [47,48] that it exists other markers, such as
inflammatory factors and tumor-related genes, which may predict the
efficacy of pembrolizumab immunotherapy. Recently, immune
checkpoint blockers combined with chemotherapy have progressed
toward first-line treatment of some malignant tumors. For example,
the ORR of carboplatin combined with pembrolizumab in advanced
NSCLC was significantly higher than that of chemotherapy alone (55%
vs 29%) [49]. In addition, new immune checkpoint inhibitors have also
been estimating in clinical trials, such as lymphocyte activation gene 3
(LAG3) monoclonal antibody (NCT01968109) and killer cell
immunoglobulin-like receptors (KIRs) monoclonal antibodies. The
combination of different immune checkpoint inhibitors can fully
activate innate and adaptive immunity and screen out the optimum
combination to achieve the best effectiveness. For instance, two studies
[50,51] indicated that anti-PD-1 or PD-L1 antibodies combined with
anti-LAG3 or IL-2 shows better therapeutic effects. The combined
administration of anti-PD-1 antibody and anti-PD-L1 antibody has
also been reported to have better efficacy than single use in preclinical
models [52].

Conclusion

NPC is one of the EBV infected and TILs associated malignancies
with a very limited treatment for patients with local recurrence or
distal metastasis. The NPC patients PD-L1 expression status was
positively correlated with rT classification and PD-1 expression, and
negatively correlated with HB, BMI and peripheral blood EBV DNA
load. The NPC patients with high expression of PD-1PD-L1 or their
co-expression have a poor prognosis due to the activation of PD-1/PD-
L1 signal pathway while more researches with high grade evidence are
still needed to confirmed this correlation. Moreover, the perturbation
of PD-1/PD-L1 functional axis by using anti-PD-1 monoclonal
antibodies have shown encouraging results in clinical trials for PD-L1
positive RM-NPC patients.
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Generally, immunotherapy targeting PD-1/PD-L1 signal pathway as

a new treatment for NPC patients with local recurrence or distal
metastasis could improve the prognosis of RM-NPC patients. But more
fundamental and clinical researchers have to encouraged for assessing
and confirmation of the link between PD-1 and PD-L1, prognosis
value of the PD-1/PD-L1 axis and the efficacy of the use of its blockers
alone or in association to another treatment such as radiotherapy,
chemotherapy and target therapy.
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