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Towards a deeper understanding of the dynamics of Covid-19-associated 
Guillain Barre syndrome

The study by Li et al[1] is part of a growing body of knowledge exploring the 

relationship between Covid-19 infection and  Gullian Barre syndrome(GBS)[2].  

On the one hand, in the latter systematic review, Covid-19 infection appeared 

to be the trigger for the occurrence of GBS in the group of 94 GBS patients in 

whom a high proportion had unequivocal laboratory evidence of active Covid-

19 infection , including, in 37% of cases, also “abnormal CT imaging(chest)”[2].  

Proof of active Covid-19 infection was robust, substantiated by presence of 

positive RT-PCR tests(derived from nasopharyngeal swabs and from 

oropharyngeal samples) in 81 subjects, and presentation  to a healthcare 

facility with diagnosed Covid 19(8 cases). Only 5(5.3%) of the 94 subjects were 

diagnosed by serological evaluation[2].  By contrast, in the review authored by 

Li et al, active COVD-19 infection was validated by RT-PCR in only 32(72.7%) 

out of 44 cases [1].  Validation was by serological testing in 5(11.4%) of the 44 

cases.  Serological tests, however, can generate false positive results .  The 

reason is that ”Given the homology  of SARS-CoV-2 to other corona viruses, it is 

likely  that antigens used as targets in poorly designed assays will cross-

react”[3].  Furthermore, a meta-analysis published in 2020 came to the 

conclusion that ”higher quality clinical studies assessing the diagnostic 

accuracy of serological tests for covid-19 are urgently needed”[4]. 
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Ranged against GBS patients with active Covid-19 infection[1],[2] are 8 patients 

in whom active Covid 19 infection had been ruled out by a negative RT-PCR 

test , and in whom the trigger for GBS appears to be the administration of 

either the ChAdOx1-S/nCoV-19 vaccine(AstraZeneca vaccine)[5],[6],[7],[8] or 

the Pfizer/BioNTech BNT162b2 vaccine(Pfizer vaccine)[9].  

An intermediate group consisted of 6 GBS subjects[10-12] who were 

suboptimally characterised due to the omission to document, unequivocally, 

the presence or absence of active Covid 19 infection.  These 6 subjects 

developed GBS during a 1-22 day period following receipt of a single dose of 

vaccine.  None of the 6 subjects had documentation of either a RT-PCR test 

result or a serological test result or a CT chest report[9-11].  Accordingly, in 

these 6 subjects the trigger for GBS might either have been a “vaccine 

breakthrough “ infection  or the vaccine itself.  Vaccine breakthrough 

infections are infections which occur in spite of vaccination[13].  In a study 

conducted in Israel, 4514 subjects developed vaccine breakthrough infection 

(asymptomatic in 1351 cases) during the 21 days interval between the first 

dose of vaccine and the second dose of the vaccine[14].  The subjects who 

experienced those infections all tested positive by RT-PCR[14].  If GBS were to 

develop under those conditions it would have to be categorised as being 

Covid-19-associated, and not vaccine-associated.
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For patients to be correctly allocated to the category of vaccine-associated GBS 

an absolute requirement is absence of active Covid-19 infection, irrespective of 

whether or not the infection is a vaccine breakthrough infection.  Presently, 

the optimal criterion for  absence of active Covid-19 infection is a negative RT-

PCR test.  Infection-related GBS and vaccine-related GBS are, by definition, 

mutually exclusive subgroups.
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