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Abstract

Background and purpose: The aim was to identify the clinical and diagnostic

investigations that may help to support a diagnosis of chronic inflammatory

demyelinating polyradiculoneuropathy (CIDP) in patients not fulfilling the

European Federation of Neurological Societies and Peripheral Nerve Society

(EFNS/PNS) electrodiagnostic criteria.

Methods: The data from patients with a clinical diagnosis of CIDP included

in a national database were retrospectively reviewed.

Results: In all, 535 patients with a diagnosis of CIDP were included. This

diagnosis fulfilled the EFNS/PNS criteria in 468 patients (87.2%) (definite in

430, probable in 33, possible in three, while two had chronic immune sensory

polyradiculopathy). Sixty-seven patients had a medical history and clinical

signs compatible with CIDP but electrodiagnostic studies did not fulfill the

EFNS/PNS criteria for CIDP. These patients had similar clinical features and

frequency of abnormal supportive criteria for the diagnosis of CIDP compared

to patients fulfilling EFNS/PNS criteria. Two or more abnormal supportive

criteria were present in 40 (61.2%) patients rising to 54 (80.6%) if a history of

a relapsing course as a possible supportive criterion was also included.

Correspondence: E. Nobile-Orazio, Neuromuscular and Neuroimmunology Service, IRCCS Humanitas Research Hospital, Via Manzoni 56,
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Increased cerebrospinal fluid proteins and response to immune therapy most

frequently helped in supporting the diagnosis of CIDP. Response to therapy

was similarly frequent in patients fulfilling or not EFNS/PNS criteria (87.3%

vs. 85.9%).

Conclusions: Patients with a clinical diagnosis of CIDP had similar clinical

findings, frequency of abnormal supportive criteria and response to therapy

compared to patients fulfilling EFNS/PNS criteria. The presence of abnormal

supportive criteria may help in supporting the diagnosis of CIDP in patients

with a medical history and clinical signs compatible with this diagnosis but

non-diagnostic nerve conduction studies.

Introduction

Chronic inflammatory demyelinating polyradiculoneu-

ropathy (CIDP) is a chronic and often disabling neu-

ropathy with a prevalence ranging from 1 to 9 cases

per 100 000 [1,2]. The cause of CIDP is still unclear

even if several data point to an immune-mediated

pathogenesis, as also indicated by the frequent

improvement of patients after immune therapies [3–6].
The majority of patients with CIDP have a mostly

symmetric proximal and distal motor and sensory

impairment with decreased or absent deep tendon

reflexes and a progressive or relapsing course [3–6].
Several variants have been described, however, based

on the distribution of symptoms and signs, broaden-

ing the spectrum of this disorder [3–7].
The diagnosis of CIDP can be challenging and, in

recent years, several different sets of diagnostic criteria

have been proposed with variable combinations of

electrophysiological and clinical features [8–11]. Cur-

rently, the most widely accepted criteria are those rec-

ommended by the European Federation of

Neurological Societies and Peripheral Nerve Society

(EFNS/PNS) [11] that were shown to provide the best

combination of sensitivity and specificity (about 75%

and 90%, respectively) for the diagnosis of CIDP com-

pared with other criteria [12–14]. These criteria allow

this diagnosis only in the presence of demyelinating

features in at least one motor nerve. In most reported

series, there is indeed a consistent proportion of

patients who have the clinical features compatible with

a diagnosis of CIDP but who do not fulfill the EFNS/

PNS electrodiagnostic criteria [14] and therefore might

be denied access to effective therapy. In these patients,

a clinical diagnosis of CIDP is often supported by the

presence of abnormal ancillary investigations. It is not

clear, however, which and how many supportive crite-

ria may help in the diagnosis of these patients, and

whether their clinical features and response to therapy

are similar to those of the patients who fulfill the

EFNS/PNS criteria.

The data included in the Italian CIDP database from

patients with amedical history and clinical signs compatible

with CIDP and electrodiagnostic criteria not fulfilling the

EFNS/PNS electrodiagnostic criteria were reviewed to clar-

ify whether the clinical features, disease course and treat-

ment response was similar to patients fulfilling EFNS/PNS

criteria and to identify the relevance of ancillary tests in sup-

porting the diagnosis of CIDP.

Patients and methods

Database and study population

From January 2015 to June 2019, 582 patients with a

clinical diagnosis of CIDP in our web-based database

(CINECA, Bologna, Italy) were enrolled. 24 patients

were excluded for the presence of a different diagnosis

and 23 patients for unavailable neurophysiological

data. A total of 535 patients were included in the

study. At the time of enrollment, 468 (87.5%) patients

fulfilled the EFNS/PNS clinical and electrodiagnostic

criteria for CIDP including 430 (92%) patients with a

definite, 33 (7%) with a probable and three (1%) with

a possible diagnosis of CIDP. Also included among

them were two patients (0.4%) with a typical chronic

immune sensory polyradiculopathy [15] and normal

motor conduction studies. The other 67 (12.5%)

patients had a medical history and clinical signs com-

patible with the diagnosis of CIDP or one of its vari-

ants but did not fulfill the EFNS/PNS

electrodiagnostic criteria. The data from these patients

were reviewed and compared to those of patients ful-

filling these criteria [16]. The Ethics Committee of

each participating center approved the study. All the

patients gave written informed consent.

Clinical assessment and ancillary tests

All patients were subjected to detailed clinical history

including time of onset, distribution and progression

of symptoms including weakness, sensory symptoms,

© 2020 European Academy of Neurology
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ataxia, pain, cranial nerve impairment, autonomic

dysfunction and the presence of concomitant diseases.

Muscle strength was assessed with the Medical

Research Council scale [17], range 1–60. Neurological

disability was evaluated with the Inflammatory Neu-

ropathy Cause and Treatment (INCAT) scale [18],

range 0–10.
The treating neurologist defined the course of the

disease as progressive or relapsing. A relapsing course

was defined as a clinical worsening after an initial

improvement that was not related to a suspension or

reduction of the dose of therapy. However, some

patients with a delayed worsening (>3 months) after

treatment suspension or reduction might have also

been included in this group. An acute onset of CIDP

was also reported and defined as a neuropathy that

was initially diagnosed as Guillain–Barr�e syndrome

but that continued to progress or relapse after more

than 2 months from disease onset. The diagnosis of a

typical or atypical CIDP phenotype was reviewed in

all the patients by the coordinating center at the time

of inclusion in the study according to our criteria [7].

Response to previously performed therapy was

defined as a subjective amelioration confirmed by the

treating neurologist as an improvement of at least 2

points on the Medical Research Council sum score or

1 point on the INCAT score [19].

The results of cerebrospinal fluid (CSF) examination

performed during the course of the disease were

reported including total protein level and cell count. As

to protein counts, upper reference limits of 50 mg/dl for

patients aged ≤50 years and 60 mg/dl for those aged

>50 years were adopted [20]. The results of brachial/

lumbosacral plexus and root magnetic resonance imag-

ing (MRI) examination were reported and defined by

the local examiner of possible supportive value for the

diagnosis of CIDP if they showed an enlargement or

T2-hyperintense signal and/or gadolinium enhancement

[11]. The results of nerve ultrasound (US) were consid-

ered of possible supportive value for the diagnosis of

CIDP if the local examiner reported an enlargement of

the examined nerves beyond their normal values [21].

The results of nerve biopsy, mostly of the sural nerve,

were considered relevant for the diagnosis if the exam-

iner reported signs of demyelination or remyelination

by teased fiber analysis or electron microscopy or

inflammatory cell infiltrates on paraffin sections.

The results of diagnostic nerve conduction studies

performed during the course of the disease were

included. Motor nerve conduction studies were

planned to be performed bilaterally in the median,

ulnar, common peroneal and tibial nerves and

included distal and proximal (up to the elbow in most

patients) compound muscle action potential (CMAP)

amplitude (onset to peak) and duration, motor con-

duction velocities, distal and proximal motor latencies

and in most patients F-wave latency. Sensory conduc-

tion studies were planned to be performed bilaterally

in the median, ulnar and sural nerves and included

sensory action potential amplitude, distal latency and

conduction velocity. There was no definite time point

for the examination since each center was asked to

include the most complete and diagnostic examination.

Some patients also underwent somatosensory evoked

potentials that were considered of diagnostic value if

they reflected abnormal conduction velocity in proxi-

mal sensory fibers in the absence of signs of central

nervous system disease. The reason for suspecting the

diagnosis of CIDP beyond the results of nerve conduc-

tion studies was also reported in the database by each

center including the abnormality of any supportive cri-

teria and the history of a relapsing course.

All the patients had been extensively investigated in

each center for the presence of a possible alternative

cause of the neuropathy by clinical and laboratory

investigations in accordance with the EFNS/PNS

guidelines [11]. Patients with serum immunoglobulin

M monoclonal gammopathy were excluded if they

had increased titers of anti-myelin-associated glyco-

protein (MAG) immunoglobulin M antibodies (over

7000 U by the Buhlman method in our laboratory)

[22]. Patients with a concomitant disease including

diabetes and monoclonal gammopathy without anti-

MAG antibodies were included in the study, as their

presence does not exclude the diagnosis of CIDP

according to EFNS/PNS criteria. In all the patients,

the clinical features and the results of ancillary tests

were centrally reviewed and the results of motor and

sensory nerve conduction studies were classified

according to the EFNS/PNS criteria, to determine the

diagnosis of definite, probable or possible CIDP [11].

Statistical analysis

Descriptive statistics were reported for the sample of

patients with CIDP overall and separately for the two

subgroups of patients fulfilling or not the EFNS/PNS

diagnostic criteria. Categorical variables were

described using frequencies and percentages, with con-

tinuous variables using mean, median and range.

Demographic and clinical features were compared,

including response to therapy, between different sub-

groups of patients with the chi-squared or the Fisher’s

exact test for categorical variables and the t test or

the Wilcoxon–Mann–Whitney test for continuous

variables. The analyses were performed with IBM

SPSS Statistics for Windows, Version 19.0 (IBM

Corp., Armonk, NY, USA).

© 2020 European Academy of Neurology
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Results

Clinical findings and disease course

The 67 included patients were 45 men (67.2%) and 22

women (32.8%) (ratio 2.0:1), aged 32–87 years (mean

60.5; median 62) with a mean age at onset of 52.2 years

(median 55; range 15–77 years), a mean disease duration

of 8.0 years (median 6; range 0.2–37 years) and a mean

INCAT score of 2.4 (median 2; range 0–8). In 49

(73.1%) patients, the clinical phenotype was of typical

CIDP and in 18 (26.9%) of atypical CIDP (Table 1).

The progression of the disease was relapsing in 33

patients (50%) and progressive in 33 (50%), while in

one the data were missing. Two (3.3%) patients had an

acute onset evolving in both cases into a relapsing

course. None of the examined demographic and clinical

parameters significantly differed from patients with the

EFNS/PNS criteria with the only exception of dysphagia

or dysphonia that was more frequent in EFNS/PNS

patients (Table 1).

Role of supportive criteria

A similar proportion of patients fulfilling or not the

EFNS/PNS electrodiagnostic criteria had increased

Table 1 Comparison of demographic and clinical findings in patients with CIDP fulfilling or not EFNS/PNS criteria

EFNS/PNS CIDP

(N = 468)

Not EFNS/PNS CIDP

(N = 67) P value

Gender (F/M, ratio) 166/302 (1:1.8) 23/44 (1:2.0) >0.1
Age at onset (years, mean � SD) 49.7 � 16.91 52.2 � 16.05 >0.1
Age at enrollment (years, mean � SD) 57.7 � 15.29 60.5.�14.82 >0.1
Disease duration (years, mean � SD) 7.9 � 8.33 8.1 � 7.76 >0.1
INCAT at enrollment (�SD) 2.6 � 2.01 2.4 � 1.66 >0.1
Symptoms at onset

Motor 71 (15.2%) 9 (13.4%) >0.1
Sensory 144 (30.7%) 26 (38.8%) >0.1
Sensory and cranial nerves 7 (1.5%) 1 (1.5%) >0.1
Sensorimotor 242 (51.9%) 31 (46.3%) >0.1
Pain 1 (0.2%) 0 NA

Diplopia 3 (0.6%) 0 NA

Symptoms at enrollment

Motor 423 (90.4%) 58 (86.7%) >0.1
Sensory 449 (95.9%) 63 (94.0%) >0.1
Fatigue 250 (53.4%) 31 (42.3%) >0.1
Pain 149 (31.8%) 26 (37.7%) >0.1
Cramps 64 (13.7%) 14 (20.9%) >0.1
Ataxia 140 (29.9%) 22 (32.8%) >0.1
Tremor 53 (11.3%) 6 (9.0%) >0.1
Total cranial nerves 92 (19.7%) 8 (11.9%) >0.1
Diplopia 34 (7.3%) 3 (4.5%) >0.1
Facial palsy 29 (6.2%) 1 (1.5%) >0.1
Dysphagia/dysphonia 39 (8.3%) 1 (1.5%) 0.046

Facial hypoesthesia 12 (2.6%) 3 (4.5%) >0.1
Dysautonomia 35 (7.5%) 4 (6.0%) >0.1

Clinical phenotype

Typical/atypical (% atypical) 377/91 (19.4%) 49/18 (26.9%) >0.1
DADS 34 (7.3%) 10 (14.9%) 0.052

Sensory 17 (3.6%) 3 (4.5%) >0.1
Motor 18 (3.8%) 4 (6.0%) >0.1
Lewis–Sumner 18 (3.8%) 0 >0.1
Focal 4 (0.9%) 1 (1.5%) >0.1

Disease course

Progressive/relapsing (% relapsing) 212/252 (54.3%) 33/33 (50.0%) >0.1
Acute onset 43 (9.2%) 2 (3.0%) >0.1

Concomitant diseases

Diabetes 59 (12.6%) 3 (4.5%) 0.064

Monoclonal gammopathy (not anti-MAG) 21 (5.7%) 4 (6.0%) >0.1

CIDP, chronic inflammatory demyelinating polyradiculoneuropathy; DADS, Distal Acquired Demyelinating Symmetric neuropathy; EFNS/

PNS, European Federation of Neurological Societies and Peripheral Nerve Society; INCAT, Inflammatory Neuropathy Cause and Treatment;

MAG, myelin-associated glycoprotein. P-value <0.05 are indicated in italic
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CSF proteins and comparable levels of the proteins

were found in the two groups (Table 2). Sensory nerve

conduction abnormalities consistent with demyelina-

tion according to the EFNS/PNS criteria were more

frequently found in patients with EFNS/PNS CIDP.

Only one patient without EFNS/PNS criteria had

delayed somatosensory evoked potentials in the lower

limbs. This patient also had reduced sensory conduc-

tion velocity in the ulnar nerve. Even if they were

rarely analyzed in both groups, nerve biopsy findings

consistent with demyelination or with inflammatory

infiltrates and nerve or root enlargement or enhance-

ment by MRI or US were similarly frequent in

patients fulfilling or not EFNS/PNS criteria. A simi-

larly frequent overall response to therapy was also

observed between patients fulfilling (85.9%) or not

(87.3%) the EFNS/PNS criteria with a similarly fre-

quent response to intravenous immunoglobulin,

corticosteroids, plasma exchange or other immune

therapies (Table 2).

The presence of abnormal supportive criteria for

the diagnosis of CIDP was examined in all patients

not fulfilling electrodiagnostic criteria (mean number

of supportive criteria examined 2.9, range 1–4) with a

mean number of abnormal tests of 1.8 (range 1–4).
Two or more supportive criteria were found in 41

patients (61.2%) while 12 (17.9%) patients had three

or more supportive criteria for the diagnosis of CIDP

(Fig. 1a). When the presence of a relapsing course

was added to the supportive criteria, 54 (80.6%)

patients had at least two supportive criteria (Fig. 1b)

including 26 (38.8%) with three or more criteria. Simi-

lar figures applied to the 18 patients with an atypical

phenotype with eight patients (55.5%) having at least

two supportive criteria (13 including a relapsing

course; 72.2%) and two (11.1%) with three criteria

(seven including relapse; 38.9%). Since the diagnosis

of CIDP should be considered before starting therapy,

when response to therapy from the supportive criteria

was excluded, two or more supportive criteria were

found in 12 (17.9%) rising to 32 (47.8%) if the pres-

ence of a relapsing course was added.

Electrodiagnostic studies

The number of examined motor nerves was lower in

patients not fulfilling the EFNS/PNS electrodiagnostic

criteria (mean 4.8, median 5, range 2–8) than in

EFNS/PNS patients (mean 5.6, median 6, range 2–8;
P < 0.0015). However, at least four motor nerves were

examined in 50 non- EFNS/PNS patients (74.6%) and

six or more nerves in 26 (38.8%) patients. There was

no difference between patients with less than four

motor nerves examined and those with four or more

nerves examined as to the frequency of each abnormal

supportive criterion, the proportion of patients with

two or more abnormal supportive criteria and the

response to therapy. There was no statistically signifi-

cant difference in the time of executing electrodiagnos-

tics in relation to the onset of symptoms between

patients fulfilling or not electrodiagnostic criteria (5.1

vs. 3.9 years, respectively; P > 0.05).

Some minor, non-diagnostic signs of demyelination

were also found in 39 (73.1%) non-EFNS/PNS

patients (14 cases in upper limb nerves, 23 in lower

limb nerves and two in both). These abnormalities

Table 2 Comparison of diagnostic and therapeutic findings in patients with CIDP fulfilling or not EFNS/PNS criteria

EFNS/PNS CIDP

(n = 468)

Not EFNS/PNS CIDP

(n = 67) P value

Supportive criteria

Increased CSF proteins/tested 280/358 (78.2%) 41/50 (82.0%) >0.1
Mean (mg/dl) 103.3 97.2 >0.1
Median (mg/dl) 77 75 >0.1

Sensory nerve demyelination/tested 148/423 (35.0%) 13/61 (23.2%) 0.041

Sensory CV/abnormal median nerve-normal sural nerve 120/18 12/1 >0.1
Delayed SEP (+ other sensory impairment) 10 (+4) 0 (+1) >0.1

Demyelination, inflammation at nerve biopsy/tested 20/35 (57.1%) 7/11 (63.6%) >0.1
US, MRI abnormalities/tested 51/64 (79.7%) 7/9 (77.8%) >0.1

Response to overall therapies/treated 366/426 (85.9%) 53/63 (84.1%) >0.1
Response to IVIg/treated 265/360 (73.6%) 38/52 (73.1%) >0.1
Response to steroids/treated 134/249 (53.8%) 21/42 (50.0%) >0.1
Response to plasma exchange/treated 25/43 (58.1%) 2/6 (33.3%) >0.1
Response to immunosuppressants/treated 29/77 (37.7%) 3/10 (30.0%) >0.1

CIDP, chronic inflammatory demyelinating polyradiculoneuropathy; CSF, cerebrospinal fluid; CV, conduction velocity; EFNS/PNS, European

Federation of Neurological Societies and Peripheral Nerve Society; IVIg, intravenous immunoglobulin; MRI, magnetic resonance imaging;

SEP, somatosensory evoked potential; US, ultrasound.
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included 30%–49% reduction of proximal-to-distal

CMAP amplitude reduction in one nerve excluding

the tibial nerve (five patients); 20%–29% reduction of

proximal-to-distal CMAP amplitude in one (five

patients) or more nerves (one patient) excluding the

tibial nerve and the site of nerve compression; 40%–
49% proximal-to-distal CMAP amplitude in one tibial

nerve (three patients); 20%–29% reduction of motor

conduction velocity in one (11 patients) or two nerves

(five patients) including 10 with normal or less than

20% distal CMAP amplitude reduction (five in upper

and five in lower limb nerves) and six with a more

pronounced reduction of CMAP amplitude (all in

lower limb nerves); F-waves absent in two or more

nerves (five patients) in the absence of other demyeli-

nating features; and 40%–49% increased distal latency

in one nerve (two patients). In all required cases [10],

the distal CMAP amplitude of the negative peak was

higher than 20% of the lower normal limit. The other

28 patients either had minimal sign of possible

demyelination (10%–20% reduction of motor conduc-

tion velocity or 20%–30% reduction of proximal-to-

distal CMAP amplitude or 30%–39% in the tibial

nerve, 17 patients) or absence or reduced amplitude

distal CMAP (11 patients) in the upper (three

patients) or lower (22 patients) limbs or both (three

patients). Significant differences between patients with

or without these signs were not found beside a higher

number of males and higher frequency of abnormal

sensory conduction studies in patients having these

signs (Table S1).

Discussion

Since the first formal definition of CIDP by Dyck et al. in

1975 [23], at least 15 diagnostic criteria have been proposed

with different combinations of clinical, electrophysiological,

laboratory and biopsy features. Different comparison stud-

ies confirm that the best combination in terms of sensitiv-

ity/specificity [12–14] is offered by the EFNS/PNS criteria

[11], which are currently used in most clinical trials in

CIDP. A number of supportive investigations were

included in these criteria to improve the diagnostic certainty

in patients not fulfilling the electrodiagnostic criteria. These

investigations, however, support the diagnosis in patients

already fulfilling a possible or probable diagnosis of CIDP

but do not allow this diagnosis in patients not having

demyelinating features in at least onemotor nerve.

In our series of 535 patients with a diagnosis of CIDP or

one of its variants, 468 (87.5%) patients fulfilled the diag-

nostic criteria of the EFNS/PNS, while 67 (12.5%) had a

medical history and clinical signs compatible with CIDP

with electrodiagnostic studies not fulfilling the EFNS/PNS

criteria. None of these patients had clinical or laboratory

signs of other possible causes for their neuropathy. These

data are in line with the reported sensitivity of these criteria

[12–14]. Rajabally and colleagues [14], for instance,

reported that 81.3% of the patients with CIDP fulfilled the

EFNS/PNS criteria for definite or probable CIDP. This

percentage is similar to the proportion of our patients with

definite or probable CIDP (86.5%).

Our patients not fulfilling the EFNS/PNS criteria

had a similar gender distribution, age at onset,

Figure 1 Number of supportive criteria (SC), including (a) or not including (b) a relapsing course (R), in 67 patients with clinical

CIDP not fulfilling EFNS/PNS electrodiagnostic criteria (numbers in parentheses refer to number of patients).
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symptoms at onset and during the course of the dis-

ease, typical or atypical presentation, disease duration

and INCAT score at enrollment in comparison to

EFNS/PNS patients. The progression of the disease

was relapsing in about half of the patients in both

groups. This figure is higher than in some series

[23,24] but similar to others [25,26] possibly reflecting

a difference in the definition of relapse [4]. It is also

possible that some of our patients with a delayed

worsening after treatment suspension or reduction

were deemed to have a relapsing form but this applied

for both groups of patients. The only difference

between the two groups was a slightly lower frequency

of dysphagia or dysphonia in EFNS/PNS patients and

a higher frequency of sensory conduction studies con-

sistent with demyelination in this group that is proba-

bly consistent with the difference observed in motor

nerve conduction studies. There was also no signifi-

cant difference in the proportion of each abnormal

supportive criterion between the two groups. Most

importantly, non-EFNS/PNS patients had a similarly

frequent overall response to therapy and to each indi-

vidual therapy compared to EFNS/PNS patients.

Even if these data should be considered with caution

in a retrospective study, in all our patients the treating

neurologist confirmed the subjective amelioration

using clinically relevant measures [19].

When the factors that might have contributed to

the diagnosis of CIDP were analyzed beside the medi-

cal history and clinical presentation, it was found that

41 (61.2%) patients had at least two supportive crite-

ria for this diagnosis. This figure rose to 54 (80.6%) if

a relapsing course was also considered as a possible

supportive criterion for the diagnosis. Even if a relaps-

ing course is part of the clinical definition of CIDP its

consideration as a possible supportive criterion is jus-

tified by its occurrence in only few other neuropathies

including vasculitis, acute porphyria and episodes of

exposure to toxic agents. The distinction with heredi-

tary neuropathy with liability to pressure palsy may

be more difficult given the similar presence of signs of

demyelination and conduction block. However, the

combination of clinical history, presence of other sup-

portive abnormalities, response to therapy and

absence of familial history might help in the distinc-

tion from these neuropathies. A better definition of

relapse in CIDP might also be necessary to uniform

the data from different series. The number of support-

ive criteria in our patients might have been even

higher if it is considered that nerve US or MRI and

nerve biopsy were only performed in a minority of

patients to improve the diagnostic definition. This

could explain why an invasive test like nerve biopsy

was performed in a higher proportion of patients not

fulfilling (16.4%) than fulfilling (7.5%, P = 0.0321)

EFNS/PNS criteria while non-invasive tests like nerve

US or MRI were performed in a similar proportion of

patients (12.9% and 13.8%).

One limit of this study is the lower number of

examined motor nerves in patients not fulfilling than

in those fulfilling the EFNS/PNS electrodiagnostic cri-

teria. Most of non-EFNS/PNS patients (73%), how-

ever, had four or more motor nerves examined and

38.8% at least six nerves. Even if there was no differ-

ence between patients who had four of more nerves

examined or fewer, it is possible that some patients

might have fulfilled the EFNS/PNS electrodiagnostic

criteria with a more extensive and complete electro-

physiological examination inclusive of a more proxi-

mal nerve stimulation in the upper limbs. There was

also no difference between patients with or without

minor non-diagnostic signs of demyelination indicat-

ing that the use of less restrictive electrodiagnostic cri-

teria did not permit the sensitivity of the diagnosis for

CIDP to be implemented.

Even if it is difficult to propose new diagnostic cri-

teria in the absence of a control population, our data

suggest that in patients with a medical history and

clinical signs compatible with CIDP and no other sign

of a possible alternative diagnosis and non-diagnostic

nerve conduction studies, a diagnosis of possible clini-

cal CIDP might be supported by the presence of two

supportive criteria (43.3% in our series, 40.3% adding

a relapsing course to the criteria), of probable CIDP

by three criteria (16.4%, 29.9% adding relapse) and

of definite clinical CIDP by four criteria (1.5%,

10.4% adding relapse). It is also thought that the

presence of at least two supportive criteria may also

justify the initiation of treatment in these patients.

This would have allowed initiation of therapy in

almost 50% of our patients if a history of a relapsing

course is also considered.

Even if these criteria may favor access to diagnosis

and therapy for patients not fulfilling the EFNS/PNS

electrodiagnostic criteria, they may also increase the

risk of over-diagnosis of CIDP, especially in patients

with an atypical presentation or with only axonal

changes on nerve conduction studies [27,28]. It is

thought, however, that an objective assessment of the

medical history and clinical presentation of the

patients, the exclusion of other possible causes for the

neuropathy and an accurate search for possible sup-

portive criteria for the diagnosis of CIDP might limit

this risk and favor the access to treatment of patients

who would otherwise be denied a possibly effective

therapy.

The limitations of this study include its retrospec-

tive nature and the lack of a control population of

© 2020 European Academy of Neurology
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patients not affected by CIDP. Moreover, US/MRI

and nerve biopsy were not routinely performed, and

so the percentages of clinical CIDP patients with at

least two supportive criteria could be even higher than

in our analysis. Data on response to therapy should

also be considered with caution considering the retro-

spective nature of this study. This response was simi-

lar, however, to what is reported in the literature [29–
34], probably reflecting the fact that the study was

performed in centers with expertise in immune-medi-

ated neuropathies. Despite these limitations, this study

provides the opportunity to verify the usefulness and

the critical issues related to the use of current diagnos-

tic criteria for CIDP and supports the opportunity of

the revision of these criteria.
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