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Before CIDP is Associated with Malignancy, A Causal Relationship should be Proven
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Letter to the Editor

We read with interest the article by Nekrasova et al. on a retrospective study of the incidence of malignancies in 61 patients
with chronic inflammatory demyelinating polyneuropathy (CIDP) and its subtypes, as well as the differences between patients
with and without malignancies in terms of clinical, biochemical, and electrophysiological characteristics ['. The mean INCAT
(Inflammatory Neuropathy and Treatment) score was 2.29 in CIDP patients with malignancies (CIDP-m) and 2.21 in CIDP
patients without malignancies (CIDP-nm) [!l. In CIDP-nm, the distal latency of the peroneal nerve correlated negatively with
the INCAT score, the cerebrospinal fluid (CSF) values correlated positively with the distal latency in the peroneal nerve and
ulnar nerve, and CSF values correlated negatively with the nerve conduction velocity (NCV) of the ulnar and peroneal nerves
(11 Tt was concluded that CIDP-m tends to have a more aggressive disease course than CIDP-nm [, The study is interesting,
but some points should be discussed.

The first point concerns the causal relationship between malignancy and CIDP. Since malignancy was diagnosed later than
CIDP in all patients, it is conceivable that, at least in some patients, there is no causal relationship between the two. The
probability of a causal relationship may depend on the latency period between the time of CIDP diagnosis and the time of
malignancy diagnosis. This parameter should be included in the analysis.

The second point concerns the discrepancy between the statement in the “Methodology” section that nodal and paranodal
antibodies were determined and the statement in the “Exclusion Criteria” section that patients with nodopathy were excluded.
It is not clear why contactin and neurofascin antibodies were determined, but patients who tested positive for these antibodies
were excluded. What is the point of determining these antibodies if these patients are excluded from the study anyway?

The third point concerns the discrepancy between the exclusion criteria (IgM paraproteinemia) and the findings that one patient
had lambda-type monoclonal gammopathy of undetermined significance (MGUS) ['. Why was this patient with MGUS not
excluded from the study?

The fourth point is that the number of CIDP-m patients was too small (n = 14) to draw general conclusions. This view is
supported by the fact that no statistically significant differences between the CIDP-m and CIDP-nm groups could be
calculated. Larger and more homogeneous cohorts are needed to establish a link between the severity of CIDP and
malignancies.

The fifth point is that the electrophysiological parameters in CIDP-m patients may also depend heavily on the type of
chemotherapy that patients with malignancies have received. Since some chemotherapies can be neurotoxic, it is conceivable
that, at least in some patients, the electrophysiological findings were due to toxic neuropathy rather than CIDP. Were the
electrophysiological examinations repeated after the diagnosis and treatment of the malignancy? Was there a difference
between the study results at the time of CIDP diagnosis and at the time of diagnosis and treatment of the malignancy?

The sixth point is that comorbidities and concomitant medications were not included in the study. Since numerous diseases can
be associated with neuropathy (e.g., diabetes, renal insufficiency, alcoholism) or intoxication from concomitant medications
(e.g., phenytoin, disulfiram, proteasome inhibitors, immune checkpoint inhibitors, amiodarone, hydralazine, perhexiline,
colchicine, metronidazole, quinolones, isoniazid, dapsone, tacrolimus, cyclosporine) 2, it is essential to include concomitant
medications and comorbidities in the analysis.

Finally, the INCAT score only evaluates motor functions ). If the CIDP was predominantly sensory, the score may be low or
zero despite significant sensory involvement. The lack of an assessment of sensory deficits could therefore lead to incorrect
results and interpretations. In addition to the INCAT, the INCAT Sensory score should have been applied 1.

Overall, before attributing CIDP to a malignancy, a causal link should be established and all possible differential causes of
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neuropathy should be ruled out.
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