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Standardized pharmacological response tests are established diagnos-
tic tools in the field of neurology, for example, the L-Dopa test for
Parkinson'’s disease (D’Costa et al.,1995) or the Tensilon test for myas-
thenia gravis (Osserman & Kaplan, 1952; Van Dyk & Florence, 1980)
have been shown to hold high diagnostic value. Response tests for
neuroimmunological diseases have proven more difficult to establish,
primarily due to the fact that immunosuppressive or immunomod-
ulatory effects as well as the clinical response usually occur with
delay.

In contrast to other immune-mediated conditions, chronic inflam-
matory demyelinating polyradiculoneuropathy (CIDP) patients often
experience objectifiable improvement in their paresis and/or sen-
sory symptoms shortly after the initiation of therapy (van Doorn,
2005) and some even with end-of-dose deterioration in dependency
on subsequent therapies. The guidelines on diagnosis and treatment
of CIDP have already taken into account the relevance of the individ-
ual therapeutic response as a diagnostic aid and integrated therapeutic
response as a “supporting criterion” into the 2021 revised criteria (Van
den Bergh et al., 2021). However, a standardized response test has not
been established yet.

The recently published “Progress in CIDP (ProCID) study,” which
investigated the efficacy and safety of a 10% intravenous immunoglob-
ulin (IVIg) in a three-dose regimen for patients with active CIDP in
a prospective, double-blind, randomized multicenter design, provides
valuable data regarding the development of a response test (Cornblath
et al, 2022). Based on the highest response rates using an induc-
tion dosage of 2 g/kg body weight followed by maintenance doses
every 3 weeks, such a dose seems efficient and safe for a diagnostic
response test. The study showed that the individual response to IVIg
was usually detected within 6—8 weeks. Continuing treatment beyond
this timeframe to await a response may not be clinically useful. Even
after only the induction therapy (at 3 weeks), the study found that
56% of all patients and 62% of responders showed an improvement
of >1 adjusted inflammatory neuropathy cause and treatment (INCAT)
score point. After 6 weeks, almost all responders achieved this positive
response.

Furthermore, results from this study support the use of IVlg,
as opposed to corticosteroids, for such diagnostic response testing
because the majority of prior corticosteroid responders (87.1% of the
overall group) also responded to IVIg. The limitation of the study - the
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FIGURE 1 Treatment scheme for the proposed “therapeutic response test.”

restriction of enrollment to patients with a previous and/or current
response - was actually beneficial for the evaluation of a diagnostic
response test. The fact that the study population consisted of pre-
vious therapeutic responders is reflected by the high IVIg responder
rates (92% in the 2.0 g/kg group), which were higher compared to
other large CIDP studies (ICE 54% [Hughes et al., 2008], PRIMA 61%
[Leger et al., 2013], and PRISM 76% [Nobile-Orazio et al., 2020]). The
study is, therefore, an unintended evaluation of a response behavior
in an artificial responder group. The fact that no serious side effects
such as thromboembolic events or hemolysis occurred in the study
furthermore supports a regimen of two doses of 2 g/kg body weight.

As astandardized diagnostic response test in patients with CIDP, we
suggest three doses of 1VIg, the first two (day 1 and day 2) using 1 g/kg
body weight and the third dose 3 weeks later using 2 g/kg body weight.
The adjusted INCAT disability scale, grip strength, and I-RODS have
been evaluated in clinical studies to detect treatment response (Allen
etal,, 2021) and should be assessed as baseline scoring and be followed
up on day 14 and on day 28 (Figure 1). The test could be considered
positive if one of the objectifiable parameters shows improvement.

We cannot exclude that a fraction of “late responders” shows treat-
ment response up to 6 months after treatment initiation, as a recent
open-label, single-arm study suggested (Nobile-Orazio et al., 2020).
The higher dose of IVIg in our response test appears likely to ensure
a higher percentage of responders within the first weeks of treatment
due to the greater availability of immunoglobulins in a shorter time
frame as shown by dose—response profiles in previous trials.

An established standardized IVIg response test could avoid pro-
longed therapy without benefit for the patient and ensure a timely
therapy switch or treatment escalation if required. This approach
would also be advantageous due to the global scarcity of plasma deriva-
tives as a human resource and may provide the foundation to be
adjusted and improved by subsequent studies.
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