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Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) is an
immune-mediated disease of the peripheral nerves characterized by proximal
and distal muscle weakness and sensory abnormalities. CIDP has been associated
with various pathophysiological mechanisms that are not fully understood and
that likely differ across groups of patients. It has been proposed that an interplay
of differentimmunopathological mechanisms including the cellular, humoral and
complement pathways play a key role in peripheral nerve damage in CIDP.
Currently approved treatments and therapies in research often target different
potential pathophysiological mechanisms. The efficacy of these different
treatments can shed light on the prominence of particular pathophysiological
pathways in subsets of patients with CIDP. For example, the complement
pathway plays a key role in promoting macrophage-mediated demyelination,
and complement inhibitors are under development as new targets in CIDP
treatment, with mixed results. The neonatal Fc receptor (FCRn) has also been
targeted as a promising treatment avenue due to its role in immunoglobulin G
degradation. Efgartigimod is the first FcRn blocker approved for the treatment of
CIDP. This review provides an overview of key proposed mechanisms of action in
CIDP pathophysiology in the context of both basic scientific findings and
treatment targets in recent clinical studies.
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1 Introduction

1.1 CIDP background

Chronic inflammatory demyelinating polyradiculoneuropathy
(CIDP) is an immune-mediated syndrome (1) characterized by a
progressive or relapsing-remitting course that progresses for more
than eight weeks, and typically results in proximal and distal
weakness and sensory loss (2, 3). Although pathophysiology may
differ across groups of patients, it is widely accepted that these
deficits arise as a result of an autoimmune attack to the peripheral
nerves, which damages the myelin sheath (demyelination) of motor
and sensory nerves. This damage leads to a reduction in conduction
velocity and conduction blocks at the motor nerve fibers, and
subsequent weakness and sensory loss.

CIDP is the most common chronic autoimmune peripheral
nervous system disorder, with a prevalence that varies between
studies and different populations. A recent systematic review of
literature reported the prevalence ranged between 0.67 and 10.3 per
100,000 (4). This difference in prevalence is likely due to global
variations in the diagnostic criteria (5, 6). Overall, CIDP is also
reported to be more common in males and in people over 50 years
of age (4).

1.2 CIDP diagnosis

Numerous sets of diagnostic criteria exist to diagnose CIDP.
CIDP diagnosis is based on clinical, electrodiagnostic, and supportive
information, according to the European Academy of Neurology/
Peripheral Nerve Society (EAN/PNS) 2021 guidelines for the
diagnosis and treatment of CIDP (7). Patients with suspected CIDP
are classified into two diagnostic certainty levels, CIDP or possible
CIDP (7). Different disease variants are now specifically defined by the
diagnostic guidelines. Electrodiagnostic criteria are based on the
presence of demyelinating features in nerve conduction studies.
Supportive criteria, including imaging studies, cerebrospinal fluid
protein content, nerve biopsy and response to treatment support
the diagnosis of CIDP, when clinical and electrodiagnostic criteria
allow only a diagnosis of possible CIDP. Despite the exhaustive
diagnostic criteria, misdiagnosis of CIDP is very frequent,
particularly for CIDP variants. Since a correct diagnosis is crucial
for initiating effective and appropriate treatment and management of
the condition, misdiagnosis can lead to a significant burden for
patients and the healthcare system (6, 8, 9).

1.3 CIDP pathophysiology

CIDP is a syndrome formulated based on clinical criteria that
do not reflect its immunopathological diversity. CIDP has been
associated with various pathophysiologic mechanisms that are
not fully understood and that likely differ across groups of
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patients. It has been proposed that an interplay of different
immunopathological mechanisms including the cellular, humoral
and complement pathways play a key role in peripheral nerve
damage in CIDP (1, 10). The extent to which each of these
mechanisms is active, in each disease variant within the CIDP
spectrum, is unknown. Moreover, patients with the same CIDP
variant can exhibit varying responses to treatments. This
pathophysiological diversity is likely responsible for the different
responses to different treatments.

Evidence for involvement of cellular immunity can be found in
CIDP pathology and is characterized by T-cell and macrophage
infiltration in peripheral nerves and nerve roots (11).

T-cell activation and subsequent expression of pro-
inflammatory cytokines, and the presence of CD4+ and CD8+ T
cells infiltrating sural nerve biopsies, suggests an important role for
T cells in CIDP, while macrophage infiltration of the nerves triggers
myelin breakdown through phagocytosis (12-14).

The exact role of B cells in CIDP pathogenesis is unknown;
however, it has been reported that B cell phenotypes are altered in
CIDP. Evidence for involvement of humoral immunity in CIDP
includes the deposition of immunoglobulin G and M (IgG and IgM,
respectively) on the surface of Schwann cells and the compact
myelin in the peripheral nerves of patients with CIDP (15).
Antibodies against different proteins of the node of Ranvier
(contactin-1, contactin-1 associated protein 1, neurofascin 155
and nodal isoforms of neurofascin) were initially described in
patients fulfilling the CIDP diagnostic criteria (16, 17). The
distinct clinical features, immunopathology and response to
therapy of neuropathies mediated by these antibodies, that are
primarily of the IgG4 isotype, led to the creation of the new
diagnostic category of “autoimmune nodopathies” in the updated
EAN/PNS guideline, that is now considered a separate disease from
CIDP (7). In CIDP, it is believed that autoantibodies specific to
peripheral nerve antigens (that have not yet been identified) may
drive macrophage phagocytosis through immunoglobulin (IG) Fc
receptors, or via activation of the complement system.

The complement pathway plays a key role in innate immune
defense and tissue remodeling. Complement activation links the
innate and adaptive immune systems by acting as the main effector
mechanism of antigen-specific antibodies, by directly binding with
receptors on T cells, B cells and macrophages, or by modulating the
function of dendritic cells. The complement pathway consists of
three independent pathways including classical (Clq), lectin
(mannose-binding lectins or ficolin) and alternative (C3
autoactivation or properdin) (18) (Figure 1). The complement
pathway has been targeted for its therapeutic potential.
Complement capture and inhibition are among the mechanisms
of action of IGs, which is an effective and widely used therapy in
CIDP (10, 19-21).

In this narrative review, we will discuss both current and new
treatment options and their mechanisms of action, for patients with
CIDP. This article will not consider autoimmune nodopathies, as
these are no longer identified as CIDP (7).
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CIDP pathophysiology and mechanisms of action of current and novel treatments for CIDP. BNB, blood nerve barrier; CIDP, chronic inflammatory
demyelinating polyneuropathy; EAN, European Academy of Neurology; FcR, fragment crystallizable portion receptors; FcRn, neonatal Fc receptor;
IgG, immunoglobulin G; MAC, membrane attack complex; mRNA, messenger ribonucleic acid; PNS, Peripheral Nerve Society.

2 CIDP treatment

Since there are multiple phenotypic variations in clinical
presentation and diverse pathophysiological mechanisms
involved, treatment of patients with CIDP is complex and
typically tailored to the individual patient. Selection of the most
appropriate treatment typically involves a trial-and-error strategy as
biomarkers required to identify which of the several mechanisms of
disease within CIDP are predominant in a particular patient are
lacking. Current standard of care (SoC) includes intravenous or
subcutaneous IG (IVIG or SCIG), corticosteroids or plasma
exchange (22, 23). These treatments are typically used as
induction therapies (except SCIG) or as maintenance treatment in
patients who require it (9, 14).

However, not all patients with CIDP respond to existing SoC
treatments and approximately 10-25% of patients show resistance
to all SoC treatments (24, 25); historically only 11% of patients
achieved long-term remission or a cure over 5 years (26), and a 2022
meta-analysis reported a pooled remission rate of 40.8% from six
studies (27). The heterogeneous nature of the disease
pathophysiology may underpin the variation in responses to
current SoC treatments as the predominant mechanism of disease
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may vary from patient to patient. Importantly, since misdiagnosis is
frequent in CIDP, re-evaluation of the diagnosis is advised before
escalating treatment in patients who do not respond to first-line
treatments. This has opened other treatment avenues to help
eradicate and target refractoriness to first-line therapies, residual
disability, side effects to available treatment and cost and
availability, particularly when considering long-term treatment
options. Figure 2 outlines the treatments of CIDP over the years,
including treatments of unproven efficacy and those under

current investigation.

2.1 Immunoglobulin treatment

IGs or antibodies are glycoproteins produced by B cells and
plasma cells in response to a variety of antigenic stimuli. These
medicinal products are purified from human plasma, obtained
via donation.

The mechanism of action of IGs in CIDP treatment is both
complex and multiple. IVIG treatment for patients with CIDP, acts
through multiple mechanisms of action including neutralization of
pathogenic autoantibodies, inhibition and abrogation of activated
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complement, alteration of Fc receptor expression, increased
autoantibody clearance through FcRn saturation, anergy of
inflammatory cells, and normalization of altered cytokine patterns
(3, 41-44) (Figure 1). The most common IVIG induction and
maintenance doses in clinical trials are 2 and 1 g/kg every three
weeks, respectively, but maintenance doses vary in real-world
clinical practice (45, 46). Common adverse effects following IVIG
therapy include headaches, pyrexia, and hypertension and are
usually mild in severity (28, 47).

Five randomized controlled trials have all demonstrated
beneficial, yet short-term IVIG efficacy vs. placebo between 1993
and 2008, with 37-75% of patients demonstrating measurable
improvement of their physical symptoms (28, 48-51). A 2017
open-label phase IIT trial of IVIG demonstrated long-term
efficacy, with approximately 70% of patients having sustained
remission for 52 weeks (52). Major barriers to IVIG use include
the high cost, availability and inconvenience to patients due to
administration at a hospital or daycare facility. Logistically less
complicated than IVIG, SCIG provides an alternative treatment
option that can be self-administered at home, allowing for more
flexibility and autonomy. Compared with patients dependent on
IVIG treatment or receiving placebo, evidence suggests that SCIG
is safer and more effective as a maintenance treatment for
CIDP (29, 30). Mild, local infusion-site reactions are reported as
the most common adverse event among patients receiving SCIG, as
well as headaches and fatigue (30). See Supplementary Table 1 for a
summary of IG clinical trials in CIDP.

Utilization of IVIG and SCIG for the treatment of CIDP has
been around for 3 decades. Based on response rates from clinical
trials and real-world use, most patients may benefit from this
treatment, as it targets multiple mechanisms of disease of CIDP.

P Steroids first used
to treat chronic
neuropathy in the
USAin 19584

First trial of SCIG in
patients with CIDP
in 2013%

Plasma exchange
reported to be
efficacious in
CIDP in 1979%°

First controlled trial
of IVIG in patients
with CIDP in 1990%2

ICE trial for IVIG in
CIDP in 20083

IVIG approved for
CIDP in the USA
in 2008

P> First patient with CIDP
responsive to rituximab
in 2004%°

FIGURE 2

P PATH study
for SCIG in
CIDP in 20184

P SCIG approved for
CIDP in the USA
in 20184

10.3389/fimmu.2025.1575464

The targeting of IGs and their pathways for the treatment of CIDP
is continuously developing, with facilitated SCIG (fSCIG)
demonstrating a similar efficacy to IVIG and recently being
approved for the treatment of CIDP (29, 31) (Figure 2).

2.2 Plasma exchange

Plasma exchange, also referred to as plasmapheresis, is a
technique that replaces plasma in the blood of patients. The
procedure removes substances of high molecular weight such as
antibodies, antigen-antibody complexes, cytokines, chemokines and
complement factors (53) (Figure 1). It has been demonstrated that
the sera from patients with CIDP can cause demyelination or
functional peripheral nerve deficits following intraneural or
systemic transfer in animal models, providing evidence for the
use of plasma exchange in CIDP (54). Two randomized controlled
trials compared plasma exchange with sham exchange. Overall,
both trials reported that plasma exchange indicated improved
short-term outcomes, while the second study by Hahn et al,
reported subsequent re-deterioration within eight weeks (55).
This suggests that plasma exchange can be used in the acute
disease phase, especially in severely affected patients, while other
treatments are required for long-term therapy (55, 56). Reported
adverse effects of plasma exchange for CIDP include hypotension
and citrate reactions (56).

Patient responses to plasma exchange indicate that humoral
factors (autoantibodies, cytokines, chemokines and complement)
may all be involved in CIDP pathophysiology; however, the
administration logistics of plasma exchange mean that other
treatments are required.

P ADVANCE-3 study for
fSCIG in CIDP in 20234

P First trial of rituximab
in CIDP in 2024

fSCIG approved for CIDP
in the USA in 202443

ADHERE study for FcRn
blockers in CIDP in 20247

Efgartigimod first
approved for CIDP in
the USA in 2024%

First study of complement
inhibitor, riliprubart, in CIDP
in 202377

SCIG approved in the UK for CIDP
by Immunology MDT in 2023

Timeline of key dates for treatments for CIDP and their approvals (28—40). CIDP, chronic inflammatory demyelinating polyneuropathy; FcRn,
neonatal Fc receptor; IVIG, intravenous immunoglobulin; MDT, multi-disciplinary team; SCIG, subcutaneous immunoglobulin.
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2.3 Corticosteroid treatment

For decades, natural and synthetic corticosteroids have been
among the most prescribed class of drug for immunomodulation.
Corticosteroids were first described as a treatment option for
patients with recurrent polyneuropathies in 1958 (32) (Figure 2),
and similar to IVIG treatment, can be offered as a first-line
treatment to newly diagnosed patients with moderate or severe
disability (57). Patients should be carefully monitored for treatment
response, which usually starts after several weeks or months of
initiating treatment (7). Corticosteroids are anti-inflammatory and
immunosuppressive, and mediate genomic effects that increase the
production of anti-inflammatory proteins and reduce the
production of pro-inflammatory proteins (58). Corticosteroids
also have non-genomic effects through heterogeneous receptors
and pathways with similarly complex impacts (57, 59) (Figure 1).
Importantly, corticosteroid-mediated apoptosis of multiple cell
types of hematopoietic origin, and suppression of pro-
inflammatory cytokine gene expression are the key primary
mechanisms of action that lead to anti-inflammatory responses
(60). As lipid-soluble anti-inflammatory agents, corticosteroids can
easily cross the cell membrane and bind to the glucocorticoid
receptor. This receptor complex can modulate the expression of
various genes, resulting in a pleiotropic anti-inflammatory effect
mainly related to cytokine modulation and facilitation of T-cell
apoptosis directed against peripheral nerves (57).

Several studies have shown that corticosteroids display similar
benefits to IVIG in patients with CIDP, however, corticosteroid
treatment may provide longer therapy-free remission or increased
remission rates when compared with IVIG (61, 62). The PREDICT
study compared daily oral prednisolone with monthly pulse oral
dexamethasone (63). The study of 41 participants showed no
difference in the primary outcomes and patients achieving
remission without treatment in 12 months. Reported adverse
events were mostly mild; sleeplessness and Cushing’s face
occurred most often in patients who received prednisolone (63).

However, this study supported the use of pulse therapy, which
provided a faster speed of action and fewer side effects than long-
term prednisolone schedules. A retrospective study evaluated three
treatment regimens (daily oral prednisolone, pulsed oral
dexamethasone, and pulsed intravenous methylprednisolone) in
patients with CIDP. Overall, corticosteroid treatment resulted in an
improvement in 60% of patients and achieved remission in 61% of
those who responded to treatment, with no notable differences in
safety or effectiveness among the regimens (64).

Recently, the OPTIC study investigated the combination of
IVIG and corticosteroids in patients with CIDP, with the hypothesis
that the combination would lead to more frequent long-term
remission compared with IVIG alone (65). Unfortunately, this
study had to be stopped prematurely for safety reasons as four
thromboembolic events were detected in the combination group;
results from this trial have been presented at the PNS 2024 annual
meeting and are currently awaiting publication (66). Although it
could not be proven that the combination treatment led to more
frequent remissions, the study found significant and clinically
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relevant differences in multiple domains in favor of

the intervention.

2.4 Therapies targeting the neonatal Fc
receptor

The FcRn receptor is encoded by the FCGRT gene and is
responsible for IgG homeostasis. In particular FcRn is responsible
for the prevention of IgG degradation by recycling circulating IgG
(67) (Figure 1). High-dose IVIG acts through multiple pathways,
including competition with pathogenic autoantibodies for FcRn
binding, which subsequently saturates the receptor and increases
autoantibody clearance (43, 68, 69). It has been reported that
patients with low FcRn expression may have a weaker response to
IVIG treatment due to increased IVIG degradation (70).

Monoclonal antibodies against FcRn have been suggested to be
effective at reducing serum pathogenic IgG autoantibody levels,
without removing other circulating factors, such as albumin or
clotting factors, or by affecting the complement pathway (3).
Efgartigimod, a human IgGl antibody Fc fragment, blocking the
FcRn, has been shown to outcompete endogenous IgG binding,
preventing IgG recycling. This subsequently reduces IgG and
pathogenic IG autoantibody levels (71, 72). Efgartigimod has
recently been approved by the Food and Drug Administration and
the Japan’s Ministry of Health, Labour and Welfare as a treatment for
CIDP based on positive results from the ADHERE trial, the largest
clinical study to date on CIDP (Figure 2) (33, 34, 73). This phase 2,
two-part, randomized, placebo-controlled trial (Supplementary
Table 1) enrolled 330 adult patients with CIDP, assessing the
efficacy, safety and tolerability of efgartigimod as a promising new
approach to treating CIDP, to potentially help overcome the lack of
innovative treatments for CIDP over the last three decades. Following
a 12-week open-label phase, responders entered a 48-week
randomized phase of weekly efgartigimod treatment vs. placebo.
Primary objectives were evidenced by clinical response to
treatment, and patients treated with efgartigimod remained relapse-
free longer than those treated with placebo at stage B end of study
(73.1% vs 46.4%, respectively) (34). Overall, efgartigimod offered
convenience and potential advantages over traditional IVIG,
including positive tolerability among patients, while simultaneously
highlighting the significant role of IgG in CIDP and further insight
into the disease pathogenesis (72, 74). In a real-world setting
involving nine patients treated with efgartigimod, four experienced
severe CIDP relapse and five showed no change (75). These data
suggest that only those with predominant IgG autoantibody
involvement may respond to IgG-lowering treatments like
efgartigimod. Identifying CIDP biomarkers/subsets will be crucial
to determine which patients will benefit the most from molecularly
targeted treatments in a heterogeneous disease like CIDP.

Other FcRn inhibitors explored in CIDP include rozanolixizumab,
a high-affinity human anti-FcRn IgG4 monoclonal antibody. In a phase
2 clinical trial (Supplementary Table 1) rozanolixizumab did not show
efficacy in patients with CIDP, although this could be due to a relatively
high placebo stability rate and absence of external diagnostic
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confirmation of CIDP (76). Nipocalimab, a fully human anti-FcRn
glycosylated IgG1 monoclonal antibody; designed to selectively bind,
saturate, and block the IgG binding site on the endogenous neonatal Fc
receptor is also currently under investigation in a large multicenter
clinical trial known as ARISE. This has a comparable trial design to the
ADHERE trial, and plans to enroll 300 participants with an expected
completion date in 2027 (77). Furthermore, batoclimab, another fully
human anti-FcRn monoclonal antibody, has shown a potential role in
the treatment of CIDP and is currently under investigation in
randomized controlled trials (23, 78). Common adverse effects of
FcRn therapy are similar to those of IG therapy, including injection-
site reactions, infections, and headaches (34).

While mixed results are currently available for FcRn inhibitors,
the high response rate in the ADHERE study suggests that
autoantibodies are acting as the primary pathophysiological
mechanism in a substantial proportion of patients with CIDP.
Results from ongoing studies may help define the population for
whom autoantibodies are driving CIDP.

2.5 Complement pathway inhibitors

Since therapies targeting humoral factors (plasma exchange and
IVIG) are effective in patients with CIDP, autoantibodies and
complement activation are considered key humoral effector
mechanisms leading to demyelination in these patients (10).
Autoantibodies may target the myelin, Schwann cell membranes
or node of Ranvier structures leading to demyelination and axonal
damage (79). Passive transfer of patient-derived serum or IgG can
cause conduction block and demyelination in animal models, and
an increase in complement activation (C3d) in the serum of patients
suggests CIDP could also be complement-mediated (54, 79, 80).

Complement activation acts as a link between the adaptive and
innate immune systems, through direct binding of receptors
expressed at T cells, B cells, macrophages, and through
modulation of dendritic cell function. The complement system
has three different activation pathways, classical (Clq), lectin
(mannose-binding lectins or ficolin), and the alternative (C3
autoactivation or properdin), which all converge at C3 (Figure 1).
This generates the production of the effector proteins, C3a, C3b,
C5a, and the membrane attack complex (MAC), C5b-9, which
target cell lysis (10, 81). Preliminary studies have shown that
targeting the complement system provides a promising new
therapeutic strategy for CIDP (79).

The human monoclonal antibody riliprubart (a novel
therapeutic agent which targets the classical complement
pathway) has been shown to target active Cls protein, a C1
complex serine protease, which plays a key role in complement
activation, and can selectively inhibit the C1-complex that prevents
the activation of downstream enzymatic cascade that leads to C3
convertase activation and formation of MAC (Supplementary
Table 1). This selective inhibition is responsible for blocking
specific inflammatory mechanisms that lead to demyelination and
axonal damage in CIDP (79). Positive preliminary results of a phase
2 trial determining the efficacy and safety of riliprubart in the
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treatment of CIDP were presented at the American Academy of
Neurology annual meeting and at the PNS annual meeting in 2024,
showing that 88% of patients improved or remained stable
(interestingly, 52% of patients improved beyond their baseline
status) after switching from SoC to riliprubart (35). Three
participants relapsed (12%, n=3/25) while 50% SoC-refractory
participants and 75% of treatment-naive patients improved with
riliprubart (35). Frequent adverse events reported in patients
include headache, fatigue, and nasopharyngitis (35).

While the role of aberrant complement activation in CIDP
pathology has been known for some time (54, 80), therapies that
specifically target the complement mechanism of disease in CIDP
are still in early development. Non-randomized evidence describes
up to 88% of patients improving or remaining stable with
riliprubart, suggesting complement may be a leading mode of
disease within CIDP. The full results of the ongoing phase 2 trial
for riliprubart may shed further light on the role of complement
in CIDP.

2.6 Immunosuppressive treatments

Few clinical studies have been performed to evaluate the efficacy
of other immunosuppressant agents for CIDP. Randomized studies
of azathioprine, interferon beta-1a, fingolimod and methotrexate
have reported no significant treatment response (82).
Cyclophosphamide was used in a case series by Good et al, in a
cohort of 15 participants who were all refractory to three initial
first-line treatments. Complications of the treatment included
nausea, vomiting and anemia. In combination with
corticosteroids, this amelioration was achieved in four months.
Cyclophosphamide is restricted in real-world settings for severe,
refractory CIDP (83), and generally reserved for patients who fail to
respond to conventional immunotherapy, and often taken in
combination with prednisone (84). Although other
immunomodulatory agents such as beta interferon have been
reported to have beneficial effects, clinical trials have failed to
confirm this benefit (22, 85, 86).

2.7 B-cell depletion therapy

Since the hypothesis that CIDP could be an autoantibody-
mediated disorder, it has been postulated that therapies targeting
B-cells responsible for the production of circulating pathogenic
autoantibodies can be useful in CIDP. A prospective exploratory
study using rituximab (an intravenous anti-CD20 monoclonal
antibody) was conducted in 17 patients with CIDP who had not
responded to at least two first-line therapies; overall, 76% of patients
had an improvement of symptoms and no serious side effects were
reported (36). Following this evidence, a randomized, double-blind,
placebo-controlled trial that studied the effect of rituximab in
delaying the need for IVIG reinfusion was carried out.
Unfortunately, rituximab was not more effective in preventing
clinical deterioration following the discontinuation of IG therapy in
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CIDP when compared with placebo (87, 88). Most adverse effects
reported following rituximab therapy were mild and included limb
pain, leukopenia, and a facial rash. However, some patients reported
severe adverse events such as high fever and rash and clinical
worsening due to IVIG delay (88). Despite the lack of efficacy
rituximab has demonstrated in randomized controlled trials,
observational studies continue to report positive outcomes in
patients with CIDP. A retrospective cohort study identified that
patients with CIDP who received combined, low-dose rituximab
therapy presented with significantly reduced corticosteroid dosage
and deterioration recurrence during follow-up, and a higher
proportion of patients reported favorable response in scales
assessments at each visit compared with patients who received
conventional therapy (89). Similarly, a small study conducted in 15
patients with CIDP who received long-term low doses of rituximab
found that 60% and 50% of patients exhibited significant clinical
improvement compared to baseline evaluation following the first and
second doses, respectively. Rituximab also had a favorable safety
profile with no reported adverse events in this cohort (90). The use of
rituximab to treat patients with CIDP remains a topic of debate.
Although there is substantial positive data from non-randomized
trials, indicating clinical improvement in most patients, randomized
trials have not confirmed these findings. Given the current
understanding of CIDP pathophysiology and the role of
autoantibodies, B-cell depleting therapies may be considered as a
treatment option. However, their use is likely to be limited to specific
patient groups, which require precise definition.

3 Discussion

CIDP is a treatable yet disabling disorder, with a high response
rate, but often suboptimal, to available first-line treatments
including IVIG, SCIG, corticosteroids, plasma exchange and the
recently approved FcRn inhibitor, efgartigimod. Since there are no
established biomarkers for CIDP, clinical assessment remains the
only evaluation tool for treatment selection and evaluation of
efficacy. Therefore, the therapeutic management of CIDP varies
for each patient, particularly those who are refractory or treatment
naive. The variable response to first-line treatments, and the notion
that there are multiple phenotypic variations in clinical
presentation, the treatment of patients with CIDP is also often
complex, and no “one treatment suits all.” CIDP is a heterogeneous
disease and thus requires a tailored therapeutic approach for
individual patients. Results from single-targeting therapies may
help identify biomarkers to guide optimum treatment decisions in
the future.

Exploration of new therapeutic strategies has emerged in the
last few years. In particular, the potential pathogenic roles of the
complement pathway in CIDP have opened a new therapeutic
window for drugs that inhibit complement activation. The FcRn
receptor has also been shown as a potential pharmacological target,
with the development of antibodies against FcRn that reduce
circulating I1gG and FcRn blockers, which competitively inhibit
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FcRn. Complement inhibition and FcRn saturation are among the
mechanisms of action also seen in IVIG; therefore, it will be
interesting to see how these single-target agents, once approved,
will fit into the CIDP treatment landscape. Given the current
proven options of IGs and corticosteroids, and the lack of robust
biomarkers identifying subsets of patients with CIDP who are most
likely to respond to specific agents are established, their uptake in
clinical practice is hard to predict.

While more specific and individualized therapies are being
developed, there is a need to increase the therapeutic landscape
toward new drugs that target specific mechanism of disease pathways
in CIDP, and biomarkers for monitoring treatment efficacy. Current
data lean towards complement and autoantibodies being the primary
drivers of pathophysiology in a substantial proportion of patients and
therefore should be the focus of biomarker investigation.
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