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Letter to the Editor

SARS-CoV-2 Definitively Causes Guillain-Barre, but its Clinical Presentation is not
Significantly Different from non-COVID Cases
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We read with interest Toydemir et al’s article on a retrospective observational study of 59 patients with Guillain-Barre
syndrome (GBS) diagnosed between October 2016 and September 2021 in a single centre ™. It was concluded that SARS-
CoV-2- associated GBS (SC2aGBS) was most commonly of the AIDP subtype, and presented with facial diplegia more often
than GBS not associated with SARS-CoV-2 (non-SC2aGBS), that otherwise there was no difference between the two groups,
that most SC2aGBS cases responded beneficially to treatment, and that their outcome was favourable M. The study is
impressive, but several points require discussion.

A limitation of the study is that group sizes were generally small. A total of only 59 patients was included . Only 9 patients
with SC2aGBS were included, making statistical comparison with other groups, which were also small, unreliable. To assess
the differences between SC2aGBS and non- SC2aGBS, an international, multicentre design would have been mandatory to
answer the question about the differences between these two groups.

A second limitation is that how many of the patents included in group-5 were vaccinated and how many were unvaccinated
was not assessed. Since the vaccination has been available since December 2020, it is conceivable that at least some of the 9
patients included were vaccinated. In vaccinated patients it should be clarified whether GBS was truly due to a SARS-CoV-2
infection or due to SARS-CoV-2 vaccination.

A third limitation is that the latency between the occurrence of COVID-19 and SARS-CoV-2 positivity in PCR and the
occurrence of SC2aGBS was not specified. Knowledge of this latency period is crucial for assessing whether a causal relation
can actually be established or not.

A fourth limitation is that group-4 covered the period October 2019 to September 2020, but none of these 7 patients was
SARS-CoV-2 positive [, It is not comprehensible that 9 patients with SC2aGBS were found between October 2020 and
September 2021 but none between October 2019 and September 2020 when the pandemic was already in full bloom. This
discrepancy should be resolved. We should also know why patients have been asked about SARS-CoV-2 infection since
March 2019. The first COVID-19 cases were reported in December 2019. The rationale for asking group-3 patients about
SARS-CoV-2 infection before the pandemic should be explained.

A fifth limitation is that prevalence/incidence rates for the catchment area of the study centre were not compared between the
non-SC2aGBS groups and the SC2aGBS group. It is crucial to know whether prevalence/incidence has changed during the
pandemic as this question is widely debated . Prevalence/incidence rates reported in the literature, however, are often not
reliable as there is often no national registry for GBS cases, it is not always guaranteed that every case will be included in the
registry if it was available, it is not always guaranteed that GBS has been correctly diagnosed, and that it is conceivable that
mild cases are not only overlooked but also not taken to hospital and therefore not included in any registry. This is particular
the case with the GBS subtype Miller-Fisher syndrome (MFS).
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