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Abstract
A correct antibody response requires the participation 
of both B and T lymphocytes and antigen presenting 
cells. In this review we address the role of follicular 
helper T lymphocytes (TFH) in this reaction. We shall fo-
cus on the regulation of their development and function 
in health and disease. TFH can be characterized on the 
basis of their phenotype and the pattern of secretion 
of cytokines. This fact is useful to study their participa-
tion in the generation of antibody deficiency in primary 
immunodeficiency diseases such as common variable 
immunodeficiency, X-linked hyper IgM syndrome or 

X-linked lymphoproliferative disease. Increased num-
bers of TFH have been demonstrated in several autoim-
mune diseases and are thought to play a role in the 
development of autoantibodies. In chronic viral infec-
tions caused by the human immunodeficiency virus, 
hepatitis B or C virus, increased circulating TFH have 
been observed, but their role in the protective immune 
response to these agents is under discussion. Likewise, 
an important role of TFH in the control of some experi-
mental protozoan infections has been proposed, and it 
will be important to assess their relevance in order to 
design effective vaccination strategies.
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Core tip: Follicular helper T lymphocytes (TFH) are es-
sential to establish a correct and protective humoral 
immune response. Correct regulation of their devel-
opment and differentiation is necessary to achieve a 
normal antibody response. They can be characterized 
by their phenotype and function. It has been proposed 
that their role is important in the generation of immu-
nodeficiency or autoimmunity, as well as in the control 
of chronic viral or protozoan infections. This review 
comments recent advances in human TFH research that 
may be useful in order to design adequate therapeutic 
or vaccination strategies.
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INTRODUCTION
The assembly of  a correct antibody response requires 
the participation of  B and T lymphocytes, as well as that 
of  antigen presenting cells from the myeloid lineage. It 
involves a complex system of  interactions and regula-
tory mechanisms. Failure of  this equilibrium at any level 
disturbs and impairs the generation of  an efficient, long 
term antibody response. 

A subset of  helper T cells, follicular helper T lym-
phocytes (TFH) is necessary to provide help to B lympho-
cytes in the process of  antibody synthesis and matura-
tion. TFH encompass a heterogeneous group of  cells with 
distinct gene expression profile and function[1]. Without 
TFH the protective antibody responses are largely dimin-
ished. Primary immune deficient patients with genetic 
defects that affect the synthesis of  molecules essential 
for TFH generation or function, such as the inducible co-
stimulator (ICOS) or the signaling adaptor SLAM-asso-
ciated protein (SAP), lack an efficient antibody response 
and may suffer recurrent infections that compromise 
their health and survival[2,3]. Excessive or dysregulated 
TFH can also result in the generation of  autoantibodies 
and are associated to autoimmune diseases[4,5].

In this review we shall describe the nature and func-
tion of  this T cell subset and we will focus on its role in 
the generation of  immune deficiency or autoimmunity 
in humans. We will also address the importance of  TFH  
in the assembly of  an efficient humoral response for the 
control of  chronic diseases caused by different infec-
tious viral agents, e.g., human immunodeficiency virus 
(HIV), hepatitis B virus (HBV) or C virus (HCV), as 
well as parasites or protozoa.

TFH PHENOTYPE AND FUNCTION
CD4+ T helper (Th) cells present in B cell follicles have 
been recognized as an important subset of  helper T lym-
phocytes necessary for the assembly of  the antibody re-
sponse involving T-B cooperation and B cell memory[1,6,7]. 
TFH have a typical phenotype, appropriate transcription 
factors and exhibit surface molecules essential for helper 
function. They secrete interleukins (ILs) that promote 
growth, differentiation and class switching of  B cells 
(IL-4, IL-10 and IL-21). Plasticity is a main characteristic 
of  TFH. Thus, TFH can also express many transcription 
factors thought to be master regulators of  T helper cell 
lineages, as GATA binding protein 3 (GATA-3) and the 
T-box transcription factor (T-bet)[7].

Antigen presentation by dendritic cells (DC) is neces-
sary to initiate TFH commitment[8-10]. As a consequence 
of  this initial encounter, TFH express achaete-scute ho-
mologue 2 (Ascl2)[11], B cell lymphoma 6 (Bcl-6), che-
mokine (C-X-C motif) receptor 5 (CXCR5) and ICOS 
triggering the TFH differentiation program[10,12,13]. These 
events take place outside the B-cell follicle in the absence 
of  B cells[10,13,14]. SAP-deficient CD4+ T cells, which fail 
to sustain prolonged interaction with B cells, but inter-
act normally with antigen-presenting DC, upregulate 

Bcl-6 and CXCR5 following activation[8,9,15]. Late cognate 
interactions with activated B cells are required to com-
plete and sustain full differentiation of  TFH

[15]. However, 
B cell-mediated antigen presentation can be overcome 
when antigen in excess is presented by DC[8,9]. Apparent-
ly, when provision of  antigen is limited, B cells are more 
efficient than DC to capture antigen through their high 
affinity antigen-B cell receptor[10]. Therefore, antigen 
availability would dictate the transition of  initially DC-
primed-TFH  towards B-cell primed-TFH as the differentia-
tion program progresses in the interfollicular zone (Figure 
1). The importance of  DC in the induction of  a full TFH 
response relies both on their ability to migrate to the B 
cell follicles through the upregulation of  CXCR5 and 
downregulation of  the chemokine (C-C motif) recep-
tor 7 (CCR7) (providing a favorable spatial location for 
DC-B cell-TFH interactions), but also on their ability to 
release DC-derived cytokines that are necessary for TFH 
development[15,16]. 

In addition to their presence in B cell follicles, TFH 
circulating counterparts have been identified in the blood 
stream[1] and share many of  the phenotypic and functional 
characteristics of  TFH residing in the follicles. The pheno-
typic hallmark of  TFH is the surface expression of  the che-
mokine receptor CXCR5, which enables their migration 
into B cell follicles, in response to the specific chemokine 
ligand CXCL13-rich follicular areas. 

Deficiency of  CXCR5 affects the antibody response. 
It impairs the germinal center (GC) response, reduc-
ing the frequency of  GC B lymphocytes and isotype-
switched antibody-secreting cells. ICOS is necessary for 
the induction of  CXCR5 and for an efficient GC reac-
tion[2]. In the absence of  CXCR5, T cells cannot migrate 
to the follicles, but migration is not an absolute require-
ment for the formation of  GC. CD40 ligand (CD40L), 
SAP and ICOS are other molecules expressed by TFH 
that are essential to ensure their ability to provide help to 
B cells[17]. 

An increased expression of  CXCR5, ICOS, the inhibi-
tory receptor programmed cell death-1 (PD-1) and SAP 
characterize the TFH phenotype, as well as the downregula-
tion of  CCR7 and the IL-7 receptor (CD127)[1,6]. 

The cytokine secreting profile of  TFH includes the 
production of  high amounts of  IL-21. IL-10, IL-4 and 
IL-6 are also produced by TFH. All these cytokines are 
involved in the generation of  an adequate antibody re-
sponse by promoting growth differentiation and class 
switching of  B cells. These characteristics of  TFH have 
been demonstrated both in humans and in mice. Table 1 
summarizes this information for human TFH.

As a group, TFH are heterogeneous. Despite the defi-
nition of  a basic TFH profile, TFH have an inherent plas-
ticity and they may convert to other cell subsets. Like-
wise, forkhead box P3 (Foxp3+) regulatory T cells that 
express CXCR5 and Bcl-6 (TFR) and migrate to human 
tonsils or murine lymphoid tissue have been described[18]. 
They are closely related by their phenotype to classic TFH 
and derive from T regulatory (Treg) cells[19]. In humans 
CXCR5+ CD4+ T cells are a circulating pool of  memory 
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cells that comprises three CD4+ T helper subsets: Th1 
TFH expressing CXCR5, CXCR3 and the transcription 
factor T-bet in the absence of  CCR6; Th2 TFH express-
ing CXCR5 and the transcription factor GATA-3 in 
the absence of  both CCR6 and CXCR3 and Th17 TFH 
expressing CXCR5, CCR6 and the transcription fac-
tor RORγt in the absence of  CXCR3 (Table 2). These 
subsets of  TFH have different helping abilities. While 
Th2 TFH and Th17 TFH can help naïve B cells to produce 
IgM, IgG and IgA, Th1 TFH cannot[1].

Furthermore, a subgroup of  CXCR5+ CD4+ circulat-
ing lymphocytes with low CCR7 and high PD-1 expression 
have been identified as an early memory subset of  TFH, 
which upon antigen exposure differentiates into mature 
TFH capable to provide a prompt protective antibody re-
sponse[20].

REGULATION OF TFH DEVELOPMENT
TFH differentiation may be divided into two phases: the 

priming and the maintaining stages. Priming depends on 
antigen-presenting signaling of  DC, while maintaining is 
related to sustained B cell-T cell interaction and the con-
sequent signaling events. While most studies have pointed 
out the role of  the transcription factor Bcl-6 as an initia-
tor of  the TFH differentiation program during the prim-
ing stage, recent work by Liu et al[11] demonstrated that 
Ascl2, another transcription factor, is crucial for TFH de-
velopment and function. Ascl2 is a basic helix-loop-helix 
(bHLH) transcription factor[21]. It directly regulates TFH-
related genes and inhibits Th1 and Th17 signature genes. 
Upregulation of  Ascl2 precedes that of  Bcl-6, indicating 
that Ascl2 and not Bcl-6 may be the initial trigger for the 
TFH differentiation program. 

Large amounts of  Bcl-6 expressed by TFH can be 
counterbalanced by the repressor B lymphocyte-induced 
maturation protein 1 (Blimp-1). While Bcl-6 favors the 
development of  TFH in vivo, Blimp-1 regulates the func-
tion of  Bcl-6 and inhibits the generation of  TFH. Bcl-6 
controls GC B cell differentiation by regulating cell cycle 
genes, regulating DNA damage response genes and sup-
pressing a host of  signaling pathways, including B cell 
receptor (BCR) signaling[22]. It is a member of  the BTB-
POZ (bric-a-bric, tramtrack, broad complex-poxvirus 
zinc finger) family of  transcriptional repressors. These 
repressors directly bind to specific DNA sequences 
through their zinc-finger DNA binding domains with 
the BTB-POZ domain mediating transcriptional repres-
sion[23]. In both GC B cells and TFH, Bcl-6 controls TFH 
differentiation by regulating genes separate from those 
it controls in B cells [22]. Molecular crosstalk between GC 
B cells and TFH influences the survival, proliferation and 
differentiation of  each cell type[24]. In addition to promot-
ing the expression of  TFH signature genes, Bcl-6 represses 
Prdm1 (the gene encoding the transcriptional repressor 
Blimp-1). Bcl-6 antagonism of  Blimp-1 is one of  the key 
mechanisms by which Bcl-6 inhibits non-TFH differentia-
tion. Bcl-6-dependent suppression of  Blimp-1 activity (by 
removal of  the Blimp-1 “brake”) may favor the differen-
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  Marker Human TFH Naïve
CD4+ T cell

Activated
Non-TFH CD4+

TFH GC TFH

  CXCR5 + ++ - -
  Ascl2 ? ++ ? ?
  Bcl-6 + ++ - -
  Blimp-1 - - +/- ++/variable
  PD-1 + ++ - Variable
  ICOS + ++ - Variable
  SAP + ++ + +
  IL-21 + ++ - Variable
  IL-4 -/+ ++ - Th2+
  CCR7 -/+ - ++ Variable

Table 1  Follicular helper T lymphocytes markers
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Figure 1  Follicular helper T cells and the differentiation 
program of B lymphocytes. (A) Naïve CD4+ T cells are 
activated following recognition of antigen (Ag) presented by 
dendritic cells (DC) in T cell zones. Upon antigen activation and 
co-stimulation by DC, nascent TFH upregulate CXC-chemokine 
receptor 5 (CXCR5), downregulate CC-chemokine receptor 7 
(CCR7) and migrate towards B cell follicles; (B) At the T-B bor-
der TFH cells contact antigen-activated B cells that move to the 
T-cell zone after upregulating CCR7. TFH cells deliver help to B 
cells resulting in their differentiation into short-lived extrafollicu-
lar plasmablasts or their migration into B cell-follicles to form 
germinal centers (GCs); (C) Within GC, TFH cells promotes the 
B cell differentiation into long-lived plasma cells and memory B 
cells. TFH: Follicular helper T lymphocytes; FDC: Follicle den-
dritic cell.

TFH: Follicular helper T lymphocytes; GC: Germinal center; CXCR5: Che-
mokine (C-X-C motif) receptor 5; Ascl2: Achaete-scute homologue 2; Bcl-6: 
B cell lymphoma 6; Blimp-1: B lymphocyte-induced maturation protein 1; 
PD-1: Programmed cell death-1; ICOS: Inducible costimulator; SAP: Sig-
naling adaptor SLAM-associated protein; IL: Interleukin; CCR7: Chemo-
kine (C-C motif) receptor 7; Th: T helper.

T cell zone



tiation program of  Th cells towards the induction of  TFH 
effectors[25]. 

As Ascl2[11], Bcl-6 is responsible for the repression of  
a subgroup of  signature genes in effector Th1 cells. It has 
been shown that Bcl-6 can interact with T-bet[26], which is 
required for establishment of  a Th1 gene expression pro-
file[27]. Under low IL-2 conditions the Bcl-6/T-bet ratio in-
creases and excess Bcl-6 represses Prdm1 and counteracts 
Blimp-1-mediated inhibition of  the TFH signature genes, 
allowing for expansion of  the TFH and reduction of  the 
Th1 programs of  differentiation[26]. At the priming stage 
Bcl-6 expression is induced in CD4+ T cells independent 
of  CD40 or SAP signaling, while ICOS provides a critical 
early signal to induce Bcl-6 transcription[15]. 

Both Ascl2[11] and Bcl-6 upregulate CXCR5 expression 
on T cells during priming and this facilitates their entry to 
the T/B border. This initial DC integrin-dependent prim-
ing is sufficient to acquire the TFH markers (CXCR5, PD-1, 
high levels of  Bcl-6), but cognate B cells are needed for the 
subsequent maintenance and survival stage[28] (Figure 2).

THE ROLE OF CYTOKINES IN TFH 
DEVELOPMENT AND FUNCTION
IL-21 has been recognized as an essential factor deter-

mining the maintenance of  TFH . It is secreted by TFH and 
has an autocrine effect on them. Through interaction 
with the IL-21 receptor expressed on B lymphocytes, it 
promotes survival and proliferation of  GC B cells. It has 
also direct effects on CD4+ non-TFH T cells (Th17)[29] and 
may induce Bcl-6 in TFH

[30]. However, IL-21 requirement 
does not exclusively determine TFH differentiation, as 
IL-21-/- and IL-21R-/- mice can develop TFH

[31]. The com-
bined absence of  both IL-21 and IL-6 abrogates TFH 

[6]. 
IL-6 and IL-21 redundantly contribute to TFH differentia-
tion, but in the absence of  other triggers as ICOS, these 
cytokine signals are insufficient for the instruction of  TFH 

differentiation[6].
In addition, IL-21 has been shown to prime human 

naïve B cells to respond to IL-2 by enhancing their dif-
ferentiation into plasmablasts. This mechanism operates 
through STAT3 (signal transducer and activator of  tran-
scription 3) signaling and provides an adjunctive role to 
IL-21-induced B cell differentiation[32].

PD-1 AND ITS LIGANDS HAVE A 
CRITICAL ROLE IN THE ASSEMBLY OF 
THE HUMORAL RESPONSE
PD-1, a member of  the CD28 family of  costimulatory 
molecules, is highly expressed in TFH, while most human B 
cells do not express it[33]. In general, engagement of  PD-1 
by its ligands (Programmed cell death ligand 1 -PD-L1- or 
Programmed cell death 1 ligand 2 -PD-L2-, belonging to 
the B7 family) inhibits T cell proliferation and cytokine in-
duction and leads to downregulation of  T cell responses[34]. 

The role of  the PD-1/PD-L1 or PD-L2 axis in the 
generation of  an adequate antibody response has been 
highlighted by Good-Jacobson et al[35]. Though PD-1 is 
commonly thought as a marker of  “exhaustion”, TFH 
cannot be considered as exhausted because they secrete 
abundant IL-21 and other cytokines during humoral 
response. In the absence of  an operative PD-1/PD-L1 
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Markers

CD4 CXCR5 CXCR3 CCR6 Foxp3
  Th1 TFH + + + - -
  Th2 TFH + + - - -
  Th17 TFH + + - + -
  TFR TFH + + - - +

Table 2  Heterogeneity of follicular helper T lymphocytes in 
relation to other T helper cells

Figure 2  Regulation of Follicular helper T cell devel-
opment. After antigen-presenting signaling of dendritic 
cells (DC) to CD4+ T cells during priming, achaete-scute 
homologue 2 (Ascl2) and B cell lymphoma 6 (Bcl-6) in-
duced by the inducible costimulator (ICOS), trigger for TFH 
differentiation program and inhibit Th1 and Th17 genes. 
Bcl-6 also controls germinal center (GC) B cell differentia-
tion. B lymphocyte-induced maturation protein 1 (Blimp-1) 
and the T-box transcription factor (T-bet) regulate the 
function of Bcl-6 and favor the induction of a Th1 profile. 
Under low interleukin 2 (IL-2) conditions, excess of Bcl-6 
counteracts Blimp-1 allowing expansion of the TFH and re-
duction of the Th1 programs of differentiation. Initial prim-
ing is sufficient to acquire the TFH markers but cognate B 
cells are needed for the subsequent maintenance stage. 
TFH: Follicular helper T lymphocytes; CXCR5: Chemokine 
(C-X-C motif) receptor 5.

Priming stage

DC CD4+

Naïve

B CD4+

TFH: Follicular helper T lymphocytes; Th: T helper; CXCR5: Chemokine (C-
X-C motif) receptor 5; CXCR3: Chemokine (C-X-C motif) receptor 3; CCR6: 
Chemokine (C-C motif) receptor 6; Foxp3: Forkhead box P3; TFR: Foxp3+ 
CXCR5+ Bcl-6+ regulatory T cells.
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or PD-L2 axis, TFH numbers increase and autoimmu-
nity may develop. Memory B cells are formed normally 
but the plasma cell pool that depends on the late stage 
of  the GC response is reduced[36]. There are conflict-
ing reports about the function of  the PD-1 pathway 
in controlling the humoral response. While some stud-
ies report attenuated antibody responses in conditions 
where the PD-1/PD-L1 and PD-L2 interactions were 
prevented[35,37], others observed heightened humoral 
responses[38]. Recent work by Sage et al[19], in which the 
contributions of  TFH devoid of  contaminating TFR could 
be analyzed[19] has clarified this question. In the absence 
of  PD-1 and its ligand PD-L1, TFR were increased and 
had higher suppressive ability on TFH function, leading 
to impaired antibody responses. Thus, there is a dynamic 
control of  antibody production by the balance between 
TFH and TFR cells and this equilibrium is tuned by PD-1/
PD-L1 and PD-L2 interactions (Figure 3).

TFH AND IMMUNODEFICIENCY
Defects in humoral immune response lead to immu-
nodeficiencies, such as common variable immunodefi-

ciency (CVID), X-linked hyper IgM syndrome (HIGM) 
or X-linked lymphoproliferative disease (XLP)[39]. Since 
ICOS, CD40L and SAP are highly expressed in TFH, their 
role in the development of  the humoral defects that 
characterize these diseases has been explored. In ICOS 
deficiency, which is a very rare condition, ICOS muta-
tions are associated with CVID[40]. ICOS deficiency leads 
to a reduction of  CXCR5+ T cells (including TFH and 
TFR)[2]. However, most CVID patients do not have ICOS 
mutations and in these patients circulating CXCR5+ 
CD4+ T cells are not reduced[41]. In HIGM patients, lack 
of  CD40L causes generalized dysfunction of  CD4+ T 
cells and inability to induce immunoglobulin switching[42]. 
It had been shown that peripheral CXCR5+ T cells from 
XLP patients were unable to support immunoglobulin 
synthesis in vitro[43,44] and this led to the suggestion that 
TFH were not functional in XLP. In fact, absence of  SAP 
affects the stability of  the TFH B cell conjugates, neces-
sary for the completion of  an effective GC reaction and 
T-B cell cooperation[45]. However circulating TFH in XLP 
patients could be induced to express ICOS, CD40L, 
IL-4, IL-10 and IL-21 upon stimulation, although the 
kinetics of  expression was different to that of  normal 
TFH

[46]. Nevertheless, the humoral response was impaired 
and the number of  memory B lymphocytes was reduced 
in these patients[47], leading to persistent hypogamma-
globulinemia. 

TFH AND AUTOIMMUNITY
TFH emit instructive signals to B cells that favor the for-
mation and maintenance of  GC. Unwanted antibody 
responses may come together with the normal defensive 
antibody response against infectious agents, and in this 
scenario TFH may play a crucial role. Several studies have 
addressed the contribution of  TFH to the generation of  
autoimmune diseases both in murine models and in hu-
mans[39,48]. Evidence involving TFH in the generation of  
an autoantibody response has accumulated, in particular 
in systemic lupus erythematosus (SLE), both in humans 
and in mouse models (sanroque mice) as well as in other 
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  Disease TFH Ref.

  SLE Increased CXCR5 and function [46,47,48]
  Myasthenia gravis Increased CXCR5 and function [49]
  RA Increased CXCR5 and function [1,50]
  Juvenile 
  Dermatomyositis

Increased CXCR5 and function
Mainly TFH with Th17 and Th2-like 

profile

[1]

  ATD Increased CXCR5, IL-21 high [51]
  Multiple Sclerosis Increased CXCR5

IL-21 and IL-21R in neurons
[52,53]

  Sjögren’s syndrome Increased CXCR5
TFH with Th17 and Th2-like profile

IL-17?

[54,55]

Table 3  Follicular helper T lymphocytes in autoimmune dis-
eases

TFH: Follicular helper T lymphocytes; SLE: Systemic lupus erythematosus; 
RA: Rheumatoid arthritis; ATD: Autoimmune thyroid disease; CXCR5: 
Chemokine (C-X-C motif) receptor 5; IL: Interleukin; Th: T helper.

In the absence of PD-1/PD-1 Ligand interaction:

A B C D

TFRB PC

TFH

Autoimmunity
Normal

memory B cell

Reduced
plasma
cell pool Impaired

antibody responses

TFH

Figure 3 Inhibitory receptor programmed cell death 1, 
its ligands and their role in humoral response. In the 
absence of an operative rogrammed cell death 1 (PD-1)/
PD-1 Ligand axis, follicular helper T lymphocytes (TFH) 
increase and autoimmunity may develop (A); memory B 
cells are formed normally (B); reduced plasma cells (PC) 
are found (C); Foxp3+ CXCR5+ Bcl-6+ regulatory T cells 
(TFR) increase and have higher suppressive ability on TFH 
function leading to impaired antibody responses (D). 



autoimmune conditions. A deficit in the process of  selec-
tion of  GC B cells has been pointed out in SLE patients. 
GC are abundant in secondary lymphoid organs in SLE 
mice[49]. In human SLE, GC are overactive and it has 
been reported that expansion of  TFH is causally related to 
the abundance of  GC that form in the absence of  for-
eign antigen, to the production of  anti-double-stranded 
DNA antibodies and to end organ disease[49].  Although 
circulating TFH are expanded in sanroque mice and in 
SLE patients, their abundance appears to be a stable phe-
notype and not a marker of  disease activity. A summary 
of  reports on TFH activity or TFH role associated to au-
toimmune diseases is shown in Table 3. Increased num-
bers of  circulating TFH have been reported associated to 
increased autoantibody titers in patients with SLE[49-51], 
myasthenia gravis[52,53], rheumatoid arthritis and juvenile 
dermatomyositis[1,54], autoimmune thyroid disease[55], mul-
tiple sclerosis[56,57] or Sjögren’s syndrome patients[58,59]. TFH  
numbers increase correlating with titers of  autoantibod-
ies and the severity of  end-organ involvement. 

Autoimmune manifestations are encountered in 
many patients with CVID. In contrast to other patients 
with autoimmune manifestations, and no CVID, circulat-
ing immunoglobulin levels and plasma antibody titers 
were low in these patients, but co-existed with elevated 
circulating TFH

[41]. Expansion of  TFH may play a key role 
in breakdown of  the peripheral tolerance of  autoreactive 
B cells. These cells, which are normally deleted during 
the GC reaction, may escape from the tolerance check-
points due to the abundance of  the survival help signals 
provided by excessive TFH

[60].

TFH IN VIRAL DISEASES
The role of  TFH in HIV infection is not completely clear. 
Despite profound depletion of  CD4+ T cells during HIV 
infection, both the bulk TFH and HIV-specific TFH popu-
lations are expanded in HIV-infected patients[61]. This 
expansion correlates with changes observed in the B cell 
compartment, such as the increased frequencies of  GC 
B cells and plasma cells and the decreased frequency of  
memory B cells[61,62]. 

Furthemore, the increase of  TFH associates with hy-
pergammaglobulinemia in HIV-infected patients. How-
ever, the majority of  these antibodies are not able to 
neutralize the virus. Even though there is an expansion 
of  TFH in HIV-infected individuals, it seems that these 
cells are unable to provide appropriate B cell help[62]. On 
the other hand, a resting peripheral blood memory pop-
ulation of  CXCR5+ PD-1+ CXCR3- CD4+ T cells has 
been identified in rare HIV individuals that are able to 
generate broadly neutralizing antibodies. It has also been 
demonstrated that the frequency of  this cell population 
correlates with the development of  broadly neutralizing 
antibodies[63]. Lastly, it has been proven that TFH can be 
infected by HIV. Furthermore, it was suggested that 
these cells are a major reservoir that contributes to viral 
persistence[64].

High frequency of  peripheral blood TFH is also found 

in HBV-infected individuals[65,66]. It has been reported 
that treatment with adefovir dipivoxil reduces the fre-
quency of  TFH and the concentrations of  hepatitis B sur-
face antigen (HBsAg) and hepatitis B e-antigen (HBeAg), 
but increases the concentrations of  serum anti-hepatitis 
B surface and “e” antigen antibodies (HBsAb, HBeAb), 
IL-2 and IFN-γ in drug-responding patients, although 
the precise relationship between the frequency of  pe-
ripheral blood CD4+ CXCR5+ TFH and these parameters 
requires further investigation[66].

Peripheral blood TFH have also been associated with 
hypergammaglobulinemia in HBV-infected patients[67].

HCV-infected patients also show an increased per-
centage of  peripheral blood TFH. This high percentage of  
TFH was associated with low levels of  HCV viremia [68].

Even more, a study shows that liver TFH cells can be 
useful to predict the success of  virological response fol-
lowing interferon-based treatment in HCV-infected pa-
tients. Tripodo et al[69] reported that the absolute number 
of  liver TFH is lower in non-responders, intermediate in 
responding-relapsed patients and achieves a maximum in 
sustained virological response patients.

TFH IN PROTOZOAN DISEASES
Reports about the involvement of  TFH within human in-
fections caused by obligate intracellular parasites are still 
required. We will focus on the findings achieved using ex-
perimental protozoan infection in mice models to study 
the function of  different factors, receptors and cytokines 
involved in pathways related to TFH. 

It is well known that experimental infections with 
Toxoplasma (T.) gondii display a model of  Th1 cell re-
sponse induction[70]. This model was useful to evaluate 
if  TFH represented a temporary “state” of  differentiation 
rather than a distinct lineage parallel to other subsets[71]. 
Also, to confirm the action of  T-bet as a suppressor of  
both TFH and humoral responses in vivo[71]. The genera-
tion of  parasite-induced Th1 responses by T. gondii, also 
served to understand the association of  the TFH marker 
ICOS with T helper cytokine production in vivo. ICOS+ 
CD4+ T helper cells produce a variety of  different effec-
tor cytokines and their pattern depends on the infection 
challenge. Infection with T. gondii leads to IFN-γ pro-
duction, while ICOS+ CD4+ T cells from the nematode 
Schistosoma mansoni (an inducer of  Th2 responses) is 
associated with IL-10 secretion[72]. 

According to these findings, experimental models 
using Leishmania (L.) major also demonstrated that ICOS 
is a critical regulator of  both Th1 and Th2 immune 
responses in vivo[73]. Chronic infection with L. major, a 
model of  prominent T-B cell interaction, was also used 
to evaluate the contribution of  IRF-4 (member of  IFN- 
regulatory factor family) to the interaction of  Tfh and 
GC B cells. Bolling et al[74] demonstrated the implication 
of  this factor, since IRF4-/- mice lacked GC formation, 
differentiation of  GC B cells and lymph node CD4+ T 
cells from these mice expressed reduced amounts of  the 
Tfh-related molecules ICOS, IL-21 and Bcl-6. L. major 
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infection model also helped to demonstrate the relation 
of  Tfh and IL-4. All the IL-4 secreting cells in lymph 
nodes during infection with this parasite were Tfh and 
these cells were distinct from conventional Th2 cells 
based on phenotype, location and function[75]. 

Besides, analysis of  the consequences of  in vivo 
blockade of  T cell inhibitory receptors indirectly as-
sociated with Tfh were performed using blood-stage 
Plasmodium (P.) yoelii infection in mice. Butler et al[76] 
demonstrated that blockade of  PD-L1 and LAG-3 (lym-
phocyte-activation gene 3) receptors led to improved 
parasite control associated with enhanced Tfh numbers 
and substantial induction of  plasma cell differentiation.

Experimental models in which mice were co-infected 
with L. major and L. amazonensis demonstrated that those 
mice that healed the lesions had more GC, more isotype 
switched GC B cells and more memory B cells than 
those who did not. A productive B cell response was re-
quired for healing a co-infection with these protozoans 
in this model[77].

The development of  TFH was also assessed in order 
to find strategies to enhance the efficacy of  recombinant 
protein subunit vaccines using lipid-based nanoparticles 
(NPs). In this context, Moon et al[78] studied the impact 
of  NP delivery on immune responses elicited by a candi-
date P. vivax subunit vaccine. They found that prolonged 
antigen presentation by this vaccine contributed to ex-
pand TFH and promote GC induction. The CD4+ TFH 
subset provided critical cytokines and signals required to 
initiate somatic hypermutation and affinity maturation 
of  B cells[79], achieving broad antibody responses. 

This information indicates that there is an associa-
tion between protozoan infections, TFH and their related 
cytokines, receptors and B responses in the context of  
experimental mice models. Leishmaniasis, malaria, toxo-
plasmosis and other parasitic infections seriously affect 
humans. Reports about the implication of  Tfh and hu-
moral responses are needed to better understand mecha-
nisms involved in the progression and outcome of  these 
diseases.

CONCLUSION
Clearly, our research on TFH demonstrates that they are 
essential for the generation of  a long-lasting humoral 
response. Their role in the assembly of  the GC reac-
tion explains why their dysfunction or their inability to 
interact correctly with B cells leads to immunodeficiency, 
to autoimmunity or to inefficient management of  infec-
tious diseases. It will be necessary to understand how the 
regulation of  their function may be modified or restored 
in order to revert TFH deficiency or over activity, as well as 
to design adequate strategies for antibody production in 
vaccination programs.

ACKNOWLEDGMENTS
The authors are grateful to Dr. N. E. Riera and M. Fe-
lippo for help throughout this study. 

� November 6, 2014|Volume 3|Issue 4|WJH|www.wjgnet.com

REFERENCES
1	 Morita R, Schmitt N, Bentebibel SE, Ranganathan R, Bour-

dery L, Zurawski G, Foucat E, Dullaers M, Oh S, Sabzgha-
baei N, Lavecchio EM, Punaro M, Pascual V, Banchereau J, 
Ueno H. Human blood CXCR5(+)CD4(+) T cells are coun-
terparts of T follicular cells and contain specific subsets that 
differentially support antibody secretion. Immunity 2011; 34: 
108-121 [PMID: 21215658 DOI: 10.1016/j.immuni.2010.12.012]

2	 Bossaller L, Burger J, Draeger R, Grimbacher B, Knoth R, 
Plebani A, Durandy A, Baumann U, Schlesier M, Welcher 
AA, Peter HH, Warnatz K. ICOS deficiency is associated 
with a severe reduction of CXCR5+CD4 germinal center Th 
cells. J Immunol 2006; 177: 4927-4932 [PMID: 16982935]

3	 Cannons JL, Yu LJ, Jankovic D, Crotty S, Horai R, Kirby M, 
Anderson S, Cheever AW, Sher A, Schwartzberg PL. SAP 
regulates T cell-mediated help for humoral immunity by 
a mechanism distinct from cytokine regulation. J Exp Med 
2006; 203: 1551-1565 [PMID: 16754717]

4	 Craft JE. Follicular helper T cells in immunity and systemic 
autoimmunity. Nat Rev Rheumatol 2012; 8: 337-347 [PMID: 
22549246 DOI: 10.1038/nrrheum.2012.58]

5	 Yu D, Vinuesa CG. Multiple checkpoints keep follicular 
helper T cells under control to prevent autoimmunity. Cell 
Mol Immunol 2010; 7: 198-203 [PMID: 20364160 DOI: 10.1038/
cmi.2010.18]

6	 Crotty S. Follicular helper CD4 T cells (TFH). Annu Rev 
Immunol 2011; 29: 621-663 [PMID: 21314428 DOI: 10.1146/
annurev-immunol-031210-101400]

7	 Cannons JL, Lu KT, Schwartzberg PL. T follicular helper 
cell diversity and plasticity. Trends Immunol 2013; 34: 200-207 
[PMID: 23395212 DOI: 10.1016/j.it.2013.01.001]

8	 Deenick EK, Chan A, Ma CS, Gatto D, Schwartzberg PL, 
Brink R, Tangye SG. Follicular helper T cell differentiation 
requires continuous antigen presentation that is independent 
of unique B cell signaling. Immunity 2010; 33: 241-253 [PMID: 
20691615 DOI: 10.1016/j.immuni.2010.07.015]

9	 Goenka R, Barnett LG, Silver JS, O’Neill PJ, Hunter CA, 
Cancro MP, Laufer TM. Cutting edge: dendritic cell-restrict-
ed antigen presentation initiates the follicular helper T cell 
program but cannot complete ultimate effector differentia-
tion. J Immunol 2011; 187: 1091-1095 [PMID: 21715693 DOI: 
10.4049/jimmunol.1100853]

10	 Ballesteros-Tato A, Randall TD. Priming of T follicular help-
er cells by dendritic cells. Immunol Cell Biol 2014; 92: 22-27 
[PMID: 24145854 DOI: 10.1038/icb.2013.62]

11	 Liu X, Chen X, Zhong B, Wang A, Wang X, Chu F, Nu-
rieva RI, Yan X, Chen P, van der Flier LG, Nakatsukasa H, 
Neelapu SS, Chen W, Clevers H, Tian Q, Qi H, Wei L, Dong C. 
Transcription factor achaete-scute homologue 2 initiates fol-
licular T-helper-cell development. Nature 2014; 507: 513-518 
[PMID: 24463518 DOI: 10.1038/nature12910]

12	 Poholek AC, Hansen K, Hernandez SG, Eto D, Chandele 
A, Weinstein JS, Dong X, Odegard JM, Kaech SM, Dent AL, 
Crotty S, Craft J. In vivo regulation of Bcl6 and T follicular 
helper cell development. J Immunol 2010; 185: 313-326 [PMID: 
20519643 DOI: 10.4049/jimmunol.0904023]

13	 Baumjohann D, Okada T, Ansel KM. Cutting Edge: Distinct 
waves of BCL6 expression during T follicular helper cell de-
velopment. J Immunol 2011; 187: 2089-2092 [PMID: 21804014 
DOI: 10.4049/jimmunol.1101393]

14	 Kerfoot SM, Yaari G, Patel JR, Johnson KL, Gonzalez DG, 
Kleinstein SH, Haberman AM. Germinal center B cell and T 
follicular helper cell development initiates in the interfollicu-
lar zone. Immunity 2011; 34: 947-960 [PMID: 21636295 DOI: 
10.1016/j.immuni.2011.03.024]

15	 Choi YS, Kageyama R, Eto D, Escobar TC, Johnston RJ, Mon-
ticelli L, Lao C, Crotty S. ICOS receptor instructs T follicular 
helper cell versus effector cell differentiation via induction of 
the transcriptional repressor Bcl6. Immunity 2011; 34: 932-946 
[PMID: 21636296 DOI: 10.1016/j.immuni.2011.03.023]



16	 Nurieva RI, Podd A, Chen Y, Alekseev AM, Yu M, Qi X, 
Huang H, Wen R, Wang J, Li HS, Watowich SS, Qi H, Dong 
C, Wang D. STAT5 protein negatively regulates T follicular 
helper (Tfh) cell generation and function. J Biol Chem 2012; 287: 
11234-11239 [PMID: 22318729 DOI: 10.1074/jbc.M111.324046]

17	 Chen M, Guo Z, Ju W, Ryffel B, He X, Zheng SG. The de-
velopment and function of follicular helper T cells in im-
mune responses. Cell Mol Immunol 2012; 9: 375-379 [PMID: 
22659733 DOI: 10.1038/cmi.2012.18]

18	 Chung Y, Tanaka S, Chu F, Nurieva RI, Martinez GJ, Rawal S, 
Wang YH, Lim H, Reynolds JM, Zhou XH, Fan HM, Liu ZM, 
Neelapu SS, Dong C. Follicular regulatory T cells expressing 
Foxp3 and Bcl-6 suppress germinal center reactions. Nat Med 
2011; 17: 983-988 [PMID: 21785430 DOI: 10.1038/nm.2426]

19	 Sage PT, Francisco LM, Carman CV, Sharpe AH. The recep-
tor PD-1 controls follicular regulatory T cells in the lymph 
nodes and blood. Nat Immunol 2013; 14: 152-161 [PMID: 
23242415 DOI: 10.1038/ni.2496]

20	 He J, Tsai LM, Leong YA, Hu X, Ma CS, Chevalier N, Sun 
X, Vandenberg K, Rockman S, Ding Y, Zhu L, Wei W, Wang 
C, Karnowski A, Belz GT, Ghali JR, Cook MC, Riminton DS, 
Veillette A, Schwartzberg PL, Mackay F, Brink R, Tangye 
SG, Vinuesa CG, Mackay CR, Li Z, Yu D. Circulating precur-
sor CCR7(lo)PD-1(hi) CXCR5⁺ CD4⁺ T cells indicate Tfh cell 
activity and promote antibody responses upon antigen re-
exposure. Immunity 2013; 39: 770-781 [PMID: 24138884 DOI: 
10.1016/j.immuni.2013.09.007]

21	 van der Flier LG, van Gijn ME, Hatzis P, Kujala P, Haege-
barth A, Stange DE, Begthel H, van den Born M, Guryev V, 
Oving I, van Es JH, Barker N, Peters PJ, van de Wetering 
M, Clevers H. Transcription factor achaete scute-like 2 con-
trols intestinal stem cell fate. Cell 2009; 136: 903-912 [PMID: 
19269367 DOI: 10.1016/j.cell.2009.01.031]

22	 Crotty S, Johnston RJ, Schoenberger SP. Effectors and mem-
ories: Bcl-6 and Blimp-1 in T and B lymphocyte differentia-
tion. Nat Immunol 2010; 11: 114-120 [PMID: 20084069 DOI: 
10.1038/ni.1837]

23	 Basso K, Dalla-Favera R. BCL6: master regulator of the ger-
minal center reaction and key oncogene in B cell lymphoma-
genesis. Adv Immunol 2010; 105: 193-210 [PMID: 20510734 
DOI: 10.1016/S0065-2776(10)05007-8]

24	 Nutt SL, Tarlinton DM. Germinal center B and follicular 
helper T cells: siblings, cousins or just good friends? Nat Im-
munol 2011; 12: 472-477 [PMID: 21739669]

25	 Johnston RJ, Poholek AC, DiToro D, Yusuf I, Eto D, Barnett 
B, Dent AL, Craft J, Crotty S. Bcl6 and Blimp-1 are reciprocal 
and antagonistic regulators of T follicular helper cell differ-
entiation. Science 2009; 325: 1006-1010 [PMID: 19608860 DOI: 
10.1126/science.1175870]

26	 Oestreich KJ, Mohn SE, Weinmann AS. Molecular mecha-
nisms that control the expression and activity of Bcl-6 in TH1 
cells to regulate flexibility with a TFH-like gene profile. Nat 
Immunol 2012; 13: 405-411 [PMID: 22406686 DOI: 10.1038/
ni.2242]

27	 Szabo SJ, Kim ST, Costa GL, Zhang X, Fathman CG, Glim-
cher LH. A novel transcription factor, T-bet, directs Th1 lin-
eage commitment. Cell 2000; 100: 655-669 [PMID: 10761931]

28	 Cannons JL, Qi H, Lu KT, Dutta M, Gomez-Rodriguez J, 
Cheng J, Wakeland EK, Germain RN, Schwartzberg PL. Op-
timal germinal center responses require a multistage T cell: B 
cell adhesion process involving integrins, SLAM-associated 
protein, and CD84. Immunity 2010; 32: 253-265 [PMID: 
20153220 DOI: 10.1016/j.immuni.2010.01.010]

29	 Nurieva R, Yang XO, Martinez G, Zhang Y, Panopoulos AD, 
Ma L, Schluns K, Tian Q, Watowich SS, Jetten AM, Dong 
C. Essential autocrine regulation by IL-21 in the generation 
of inflammatory T cells. Nature 2007; 448: 480-483 [PMID: 
17581589]

30	 Nurieva RI, Chung Y, Martinez GJ, Yang XO, Tanaka S, 
Matskevitch TD, Wang YH, Dong C. Bcl6 mediates the 

� November 6, 2014|Volume 3|Issue 4|WJH|www.wjgnet.com

development of T follicular helper cells. Science 2009; 325: 
1001-1005 [PMID: 19628815 DOI: 10.1126/science.1176676]

31	 Linterman MA, Beaton L, Yu D, Ramiscal RR, Srivastava 
M, Hogan JJ, Verma NK, Smyth MJ, Rigby RJ, Vinuesa CG. 
IL-21 acts directly on B cells to regulate Bcl-6 expression 
and germinal center responses. J Exp Med 2010; 207: 353-363 
[PMID: 20142429 DOI: 10.1084/jem.20091738]

32	 Berglund LJ, Avery DT, Ma CS, Moens L, Deenick EK, 
Bustamante J, Boisson-Dupuis S, Wong M, Adelstein S, 
Arkwright PD, Bacchetta R, Bezrodnik L, Dadi H, Roifman 
CM, Fulcher DA, Ziegler JB, Smart JM, Kobayashi M, Picard 
C, Durandy A, Cook MC, Casanova JL, Uzel G, Tangye SG. 
IL-21 signalling via STAT3 primes human naive B cells to 
respond to IL-2 to enhance their differentiation into plas-
mablasts. Blood 2013; 122: 3940-3950 [PMID: 24159173 DOI: 
10.1182/blood-2013-06-506865]

33	 Gunn MD, Tangemann K, Tam C, Cyster JG, Rosen SD, Wil-
liams LT. A chemokine expressed in lymphoid high endo-
thelial venules promotes the adhesion and chemotaxis of na-
ive T lymphocytes. Proc Natl Acad Sci USA 1998; 95: 258-263 
[PMID: 9419363]

34	 Freeman GJ, Long AJ, Iwai Y, Bourque K, Chernova T, 
Nishimura H, Fitz LJ, Malenkovich N, Okazaki T, Byrne MC, 
Horton HF, Fouser L, Carter L, Ling V, Bowman MR, Car-
reno BM, Collins M, Wood CR, Honjo T. Engagement of the 
PD-1 immunoinhibitory receptor by a novel B7 family mem-
ber leads to negative regulation of lymphocyte activation. J 
Exp Med 2000; 192: 1027-1034 [PMID: 11015443]

35	 Good-Jacobson KL, Szumilas CG, Chen L, Sharpe AH, To-
mayko MM, Shlomchik MJ. PD-1 regulates germinal center 
B cell survival and the formation and affinity of long-lived 
plasma cells. Nat Immunol 2010; 11: 535-542 [PMID: 20453843 
DOI: 10.1038/ni.1877]

36	 Good-Jacobson KL, Shlomchik MJ. Plasticity and hetero-
geneity in the generation of memory B cells and long-lived 
plasma cells: the influence of germinal center interactions 
and dynamics. J Immunol 2010; 185: 3117-3125 [PMID: 
20814029 DOI: 10.4049/jimmunol.1001155]

37	 Hamel KM, Cao Y, Wang Y, Rodeghero R, Kobezda T, Chen 
L, Finnegan A. B7-H1 expression on non-B and non-T cells 
promotes distinct effects on T- and B-cell responses in auto-
immune arthritis. Eur J Immunol 2010; 40: 3117-3127 [PMID: 
21061440 DOI: 10.1002/eji.201040690]

38	 Hams E, McCarron MJ, Amu S, Yagita H, Azuma M, Chen 
L, Fallon PG. Blockade of B7-H1 (programmed death ligand 
1) enhances humoral immunity by positively regulating the 
generation of T follicular helper cells. J Immunol 2011; 186: 
5648-5655 [PMID: 21490158 DOI: 10.4049/jimmunol.1003161]

39	 Shekhar S, Yang X. The darker side of follicular helper T 
cells: from autoimmunity to immunodeficiency. Cell Mol 
Immunol 2012; 9: 380-385 [PMID: 22885524 DOI: 10.1038/
cmi.2012.26]

40	 Warnatz K, Bossaller L, Salzer U, Skrabl-Baumgartner A, 
Schwinger W, van der Burg M, van Dongen JJ, Orlowska-
Volk M, Knoth R, Durandy A, Draeger R, Schlesier M, Peter 
HH, Grimbacher B. Human ICOS deficiency abrogates the 
germinal center reaction and provides a monogenic model 
for common variable immunodeficiency. Blood 2006; 107: 
3045-3052 [PMID: 16384931]

41	 Coraglia A. B immunological memory in X-linked lymphop-
roliferative disease (XLP) and in common variable immuno-
deficiency (CVID) [Doctoral Thesis]. Argentina: University 
of Buenos Aires, 2012

42	 Korthäuer U, Graf D, Mages HW, Brière F, Padayachee M, 
Malcolm S, Ugazio AG, Notarangelo LD, Levinsky RJ, Kroc-
zek RA. Defective expression of T-cell CD40 ligand causes 
X-linked immunodeficiency with hyper-IgM. Nature 1993; 
361: 539-541 [PMID: 7679206]

43	 Ma CS, Hare NJ, Nichols KE, Dupré L, Andolfi G, Roncarolo 
MG, Adelstein S, Hodgkin PD, Tangye SG. Impaired hu-



moral immunity in X-linked lymphoproliferative disease is 
associated with defective IL-10 production by CD4+ T cells. J 
Clin Invest 2005; 115: 1049-1059 [PMID: 15761493]

44	 Ma CS, Deenick EK. Human T follicular helper (Tfh) 
cells and disease. Immunol Cell Biol 2014; 92: 64-71 [PMID: 
24145858 DOI: 10.1038/icb.2013.55]

45	 Qi H, Cannons JL, Klauschen F, Schwartzberg PL, Germain 
RN. SAP-controlled T-B cell interactions underlie germinal 
centre formation. Nature 2008; 455: 764-769 [PMID: 18843362 
DOI: 10.1038/nature07345]

46	 Coraglia A, Felippo M, Schierloh P, Malbran A, de Bracco 
MM. CD4+ T Lymphocytes with follicular helper phenotype 
(T(FH)) in patients with SH2D1A deficiency (XLP). Clin 
Immunol 2011; 141: 357-364 [PMID: 21996454 DOI: 10.1016/
j.clim.2011.09.007]

47	 Malbran A, Belmonte L, Ruibal-Ares B, Baré P, Massud I, 
Parodi C, Felippo M, Hodinka R, Haines K, Nichols KE, de 
Bracco MM. Loss of circulating CD27+ memory B cells and 
CCR4+ T cells occurring in association with elevated EBV 
loads in XLP patients surviving primary EBV infection. Blood 
2004; 103: 1625-1631 [PMID: 14604960]

48	 Vinuesa CG, Cook MC, Angelucci C, Athanasopoulos V, 
Rui L, Hill KM, Yu D, Domaschenz H, Whittle B, Lambe 
T, Roberts IS, Copley RR, Bell JI, Cornall RJ, Goodnow CC. 
A RING-type ubiquitin ligase family member required to 
repress follicular helper T cells and autoimmunity. Nature 
2005; 435: 452-458 [PMID: 15917799]

49	 Simpson N, Gatenby PA, Wilson A, Malik S, Fulcher DA, 
Tangye SG, Manku H, Vyse TJ, Roncador G, Huttley GA, 
Goodnow CC, Vinuesa CG, Cook MC. Expansion of circu-
lating T cells resembling follicular helper T cells is a fixed 
phenotype that identifies a subset of severe systemic lupus 
erythematosus. Arthritis Rheum 2010; 62: 234-244 [PMID: 
20039395 DOI: 10.1002/art.25032]

50	 Grammer AC, Slota R, Fischer R, Gur H, Girschick H, 
Yarboro C, Illei GG, Lipsky PE. Abnormal germinal center 
reactions in systemic lupus erythematosus demonstrated by 
blockade of CD154-CD40 interactions. J Clin Invest 2003; 112: 
1506-1520 [PMID: 14617752]

51	 Terrier B, Costedoat-Chalumeau N, Garrido M, Geri G, 
Rosenzwajg M, Musset L, Klatzmann D, Saadoun D, Cacoub 
P. Interleukin 21 correlates with T cell and B cell subset al-
terations in systemic lupus erythematosus. J Rheumatol 2012; 
39: 1819-1828 [PMID: 22859347 DOI: 10.3899/jrheum.120468]

52	 Drachman DB. Myasthenia gravis. N Engl J Med 1994; 330: 
1797-1810 [PMID: 8190158]

53	 Luo C, Li Y, Liu W, Feng H, Wang H, Huang X, Qiu L, 
Ouyang J. Expansion of circulating counterparts of follicular 
helper T cells in patients with myasthenia gravis. J Neuro-
immunol 2013; 256: 55-61 [PMID: 23305745 DOI: 10.1016/
j.jneuroim.2012.12.001]

54	 Ma J, Zhu C, Ma B, Tian J, Baidoo SE, Mao C, Wu W, Chen 
J, Tong J, Yang M, Jiao Z, Xu H, Lu L, Wang S. Increased fre-
quency of circulating follicular helper T cells in patients with 
rheumatoid arthritis. Clin Dev Immunol 2012; 2012: 827480 
[PMID: 22649468 DOI: 10.1155/2012/827480]

55	 Zhu C, Ma J, Liu Y, Tong J, Tian J, Chen J, Tang X, Xu H, Lu 
L, Wang S. Increased frequency of follicular helper T cells in 
patients with autoimmune thyroid disease. J Clin Endocrinol 
Metab 2012; 97: 943-950 [PMID: 22188745 DOI: 10.1210/
jc.2011-2003]

56	 Romme Christensen J, Börnsen L, Ratzer R, Piehl F, Khade-
mi M, Olsson T, Sørensen PS, Sellebjerg F. Systemic inflam-
mation in progressive multiple sclerosis involves follicular 
T-helper, Th17- and activated B-cells and correlates with 
progression. PLoS One 2013; 8: e57820 [PMID: 23469245 DOI: 
10.1371/journal.pone.0057820]

57	 Tzartos JS, Craner MJ, Friese MA, Jakobsen KB, Newcombe 
J, Esiri MM, Fugger L. IL-21 and IL-21 receptor expression 
in lymphocytes and neurons in multiple sclerosis brain. Am 

� November 6, 2014|Volume 3|Issue 4|WJH|www.wjgnet.com

J Pathol 2011; 178: 794-802 [PMID: 21281812 DOI: 10.1016/
j.ajpath.2010.10.043]

58	 Li XY, Wu ZB, Ding J, Zheng ZH, Li XY, Chen LN, Zhu P. 
Role of the frequency of blood CD4(+) CXCR5(+) CCR6(+) T 
cells in autoimmunity in patients with Sjögren’s syndrome. 
Biochem Biophys Res Commun 2012; 422: 238-244 [PMID: 
22575453 DOI: 10.1016/j.bbrc.2012.04.133]

59	 Szabo K, Papp G, Barath S, Gyimesi E, Szanto A, Zeher M. 
Follicular helper T cells may play an important role in the 
severity of primary Sjögren’s syndrome. Clin Immunol 2013; 
147: 95-104 [PMID: 23578551 DOI: 10.1016/j.clim.2013.02.024]

60	 King C, Tangye SG, Mackay CR. T follicular helper (TFH) 
cells in normal and dysregulated immune responses. 
Annu Rev Immunol 2008; 26: 741-766 [PMID: 18173374 DOI: 
10.1146/annurev.immunol.26.021607.090344]

61	 Lindqvist M, van Lunzen J, Soghoian DZ, Kuhl BD, Ranas-
inghe S, Kranias G, Flanders MD, Cutler S, Yudanin N, Mull-
er MI, Davis I, Farber D, Hartjen P, Haag F, Alter G, Schulze 
zur Wiesch J, Streeck H. Expansion of HIV-specific T follicu-
lar helper cells in chronic HIV infection. J Clin Invest 2012; 
122: 3271-3280 [PMID: 22922259 DOI: 10.1172/JCI64314]

62	 Cubas RA, Mudd JC, Savoye AL, Perreau M, van Grevenyn-
ghe J, Metcalf T, Connick E, Meditz A, Freeman GJ, Abesada-
Terk G, Jacobson JM, Brooks AD, Crotty S, Estes JD, Pantaleo 
G, Lederman MM, Haddad EK. Inadequate T follicular cell 
help impairs B cell immunity during HIV infection. Nat Med 
2013; 19: 494-499 [PMID: 23475201 DOI: 10.1038/nm.3109]

63	 Locci M, Havenar-Daughton C, Landais E, Wu J, Kroenke 
MA, Arlehamn CL, Su LF, Cubas R, Davis MM, Sette A, 
Haddad EK, Poignard P, Crotty S. Human circulating PD-
1+CXCR3-CXCR5+ memory Tfh cells are highly functional 
and correlate with broadly neutralizing HIV antibody re-
sponses. Immunity 2013; 39: 758-769 [PMID: 24035365 DOI: 
10.1016/j.immuni.2013.08.031]

64	 Perreau M, Savoye AL, De Crignis E, Corpataux JM, Cubas 
R, Haddad EK, De Leval L, Graziosi C, Pantaleo G. Follicular 
helper T cells serve as the major CD4 T cell compartment for 
HIV-1 infection, replication, and production. J Exp Med 2013; 
210: 143-156 [PMID: 23254284 DOI: 10.1084/jem.20121932]

65	 Hu TT, Song XF, Lei Y, Hu HD, Ren H, Hu P. Expansion 
of circulating TFH cells and their associated molecules: in-
volvement in the immune landscape in patients with chronic 
HBV infection. Virol J 2014; 11: 54 [PMID: 24655429 DOI: 
10.1186/1743-422X-11-54]

66	 Feng J, Lu L, Hua C, Qin L, Zhao P, Wang J, Wang Y, Li W, Shi 
X, Jiang Y. High frequency of CD4+ CXCR5+ TFH cells in pa-
tients with immune-active chronic hepatitis B. PLoS One 2011; 6: 
e21698 [PMID: 21750724 DOI: 10.1371/journal.pone.0021698]

67	 Ma Z, Xie Y, Wang Y, Ma L, He Y, Zhang Y, Lian J, Guo 
Y, Jia Z. Peripheral blood CD4⁺; CXCR5⁺; follicular helper 
T cells are related to hyperglobulinemia of patients with 
chronic hepatitis B. Xibao Yufenzi Mianyixue Zazhi 2013; 29: 
515-518;521 [PMID: 23643274]

68	 Feng J, Hu X, Guo H, Sun X, Wang J, Xu L, Jiang Z, Xu B, 
Niu J, Jiang Y. Patients with chronic hepatitis C express a 
high percentage of CD4(+)CXCR5(+) T follicular helper cells. 
J Gastroenterol 2012; 47: 1048-1056 [PMID: 22426636 DOI: 
10.1007/s00535-012-0568-1]

69	 Tripodo C, Petta S, Guarnotta C, Pipitone R, Cabibi D, Co-
lombo MP, Craxì A. Liver follicular helper T-cells predict the 
achievement of virological response following interferon-
based treatment in HCV-infected patients. Antivir Ther 2012; 
17: 111-118 [PMID: 22267475 DOI: 10.3851/IMP1957]

70	 Jankovic D, Kullberg MC, Feng CG, Goldszmid RS, Collazo 
CM, Wilson M, Wynn TA, Kamanaka M, Flavell RA, Sher 
A. Conventional T-bet(+)Foxp3(-) Th1 cells are the major 
source of host-protective regulatory IL-10 during intracellu-
lar protozoan infection. J Exp Med 2007; 204: 273-283 [PMID: 
17283209]

71	 Nakayamada S, Kanno Y, Takahashi H, Jankovic D, Lu 



KT, Johnson TA, Sun HW, Vahedi G, Hakim O, Handon 
R, Schwartzberg PL, Hager GL, O’Shea JJ. Early Th1 cell 
differentiation is marked by a Tfh cell-like transition. Im-
munity 2011; 35: 919-931 [PMID: 22195747 DOI: 10.1016/
j.immuni.2011.11.012]

72	 Bonhagen K, Liesenfeld O, Stadecker MJ, Hutloff A, Erb K, 
Coyle AJ, Lipp M, Kroczek RA, Kamradt T. ICOS+ Th cells 
produce distinct cytokines in different mucosal immune re-
sponses. Eur J Immunol 2003; 33: 392-401 [PMID: 12645936]

73	 Greenwald RJ, McAdam AJ, Van der Woude D, Satoskar 
AR, Sharpe AH. Cutting edge: inducible costimulator pro-
tein regulates both Th1 and Th2 responses to cutaneous 
leishmaniasis. J Immunol 2002; 168: 991-995 [PMID: 11801630]

74	 Bollig N, Brüstle A, Kellner K, Ackermann W, Abass E, Rai-
fer H, Camara B, Brendel C, Giel G, Bothur E, Huber M, Paul 
C, Elli A, Kroczek RA, Nurieva R, Dong C, Jacob R, Mak TW, 
Lohoff M. Transcription factor IRF4 determines germinal 
center formation through follicular T-helper cell differentia-
tion. Proc Natl Acad Sci USA 2012; 109: 8664-8669 [PMID: 
22552227 DOI: 10.1073/pnas.1205834109]

75	 Reinhardt RL, Liang HE, Locksley RM. Cytokine-secreting 
follicular T cells shape the antibody repertoire. Nat Immunol 

10 November 6, 2014|Volume 3|Issue 4|WJH|www.wjgnet.com

2009; 10: 385-393 [PMID: 19252490 DOI: 10.1038/ni.1715]
76	 Butler NS, Moebius J, Pewe LL, Traore B, Doumbo OK, 

Tygrett LT, Waldschmidt TJ, Crompton PD, Harty JT. Thera-
peutic blockade of PD-L1 and LAG-3 rapidly clears estab-
lished blood-stage Plasmodium infection. Nat Immunol 2012; 
13: 188-195 [PMID: 22157630 DOI: 10.1038/ni.2180]

77	 Gibson-Corley KN, Boggiatto PM, Bockenstedt MM, 
Petersen CA, Waldschmidt TJ, Jones DE. Promotion of a 
functional B cell germinal center response after Leishmania 
species co-infection is associated with lesion resolution. Am 
J Pathol 2012; 180: 2009-2017 [PMID: 22429963 DOI: 10.1016/
j.ajpath.2012.01.012]

78	 Moon JJ, Suh H, Li AV, Ockenhouse CF, Yadava A, Irvine 
DJ. Enhancing humoral responses to a malaria antigen with 
nanoparticle vaccines that expand Tfh cells and promote 
germinal center induction. Proc Natl Acad Sci USA 2012; 109: 
1080-1085 [PMID: 22247289 DOI: 10.1073/pnas.1112648109]

79	 Breitfeld D, Ohl L, Kremmer E, Ellwart J, Sallusto F, Lipp M, 
Förster R. Follicular B helper T cells express CXC chemokine 
receptor 5, localize to B cell follicles, and support immuno-
globulin production. J Exp Med 2000; 192: 1545-1552 [PMID: 
11104797]

P- Reviewer: Song JX, Arvind C    S- Editor: Yu J    L- Editor: A    
E- Editor: Wu HL


