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Chakraborty et  al. [1] present a single-center retrospec-
tive case series of 187 patients with Guillain–Barré syn-
drome (GBS) seen at the Mayo Clinic in Rochester, MN, 
during an 18-year period, emphasizing the high rate of 
dysautonomia and its association with clinical sever-
ity and mortality. Although this is by far not the only 
case series on this topic, the authors correctly point out 
that their series reflects the state of the art of GBS care, 
in contrast to previous case series from the 1980/1990s. 
Thus, the paper provides clinically meaningful data, and 
the authors honestly discuss the typical limitations of a 
retrospective study based on electronic medical records.

For the clinician, there are several key messages here. 
First, the overall occurrence of any form of autonomic 
dysfunction in GBS is high, in this case series around 
40%. Strikingly, the most common autonomic manifes-
tation was ileus (seen in 42% of all patients with auto-
nomic dysfunction), and not—as most probably  would 
have expected—alterations of blood pressure or cardiac 
rhythm. I agree with the authors that this is likely due to 
“different diagnostic criteria for ileus,” e.g., ileus being 
secondary to intensive care unit management and immo-
bility rather than due to primary autonomic dysfunction, 
but this needs to be addressed by prospective studies. In 
the same vein, the true incidence of urinary, sudomotor 
and pupillary dysfunction will likely differ to some degree 
when examined prospectively with appropriate tech-
niques. For instance, pupillary dysfunction as revealed 
by clinical examination was noted in the charts in 14% of 

patients, but automated pupillometry was not employed. 
Whereas automated pupillometry occasionally misses a 
pupillary light reflex in very sluggish pupils [2], it does 
offer a much more objective, reliable and quantitative 
assessment of pupillary function, including size and con-
striction/dilation velocities [3, 4]. It seems therefore likely 
that automated pupillometry would detect an even higher 
rate of pupillary dysfunction in a prospective setting.

Second, this case series highlights the association 
of GBS with other syndromes that may not always be 
suspected at the bedside, notably posterior reversible 
encephalopathy syndrome (PRES; 6 cases = 3.2%) and the 
syndrome of inappropriate antidiuretic hormone secre-
tion (SIADH; 27 cases = 14.4%). It seems reasonable to 
speculate that both these syndromes are even more fre-
quent in reality and that (subclinical) presentations are 
easily missed, as magnetic resonance imaging of the brain 
to visualize PRES is not part of the routine workup for 
GBS and subtle electrolyte alterations as in SIADH are 
often overlooked. Intriguingly, PRES was the initial clini-
cal presentation prior to the development of neurologic 
signs of GBS in three of the six patients with PRES. Also, 
the authors note that two patients had GBS in the set-
ting of a diffuse large B cell lymphoma and that death 
occurred due to subsequent withdrawal of care. The inci-
dence of GBS appears to be increased in association with 
lymphoma, particularly Hodgkin’s disease [5]. However, 
it should be noted that neurolymphomatosis (i.e., poly-
radiculopathy due to lymphomatous infiltration) was not 
firmly ruled out by autopsy.

Third, patients with dysautonomia tended to be treated 
more aggressively with plasmapheresis or both intra-
venous immune globulin (IVIG) and plasmapheresis 
than patients without autonomic dysfunction. It makes 
sense that more severe GBS treated with plasmapher-
esis is associated with more dysautonomia, but could 
there be an effect in the other direction as well, i.e., 
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plasmapheresis, inducing autonomic dysfunction with 
hypo-/hypertension due to imbalance of fluids and elec-
trolytes? Prospective data are urgently needed to con-
firm (as is commonly held) that plasmapheresis indeed 
works better than IVIG in severe GBS and to rule out 
any overlooked adverse effects. After all, plasmapher-
esis is a much more invasive and prolonged intervention 
compared to IVIG, and most experienced clinicians will 
remember cases of potentially fatal complications associ-
ated with plasmapheresis (and the placement of a central 
vein catheter) such as arterial hypotension, fulminant 
cerebral edema, septicemia, bleedings and paradoxical air 
embolism.

Finally, and most importantly, the authors show 
that autonomic dysfunction in GBS is associated with 
increased mortality. Although the numbers are way 
too small to allow for confident statistics, the reported 
increase in mortality in patients with dysautonomia (6%) 
as compared to those without (2%) fits well with the clini-
cal gut feeling that mortality should be increased by a 
factor of 3 (at least). It appears reasonable to suggest that 
autonomic dysfunction not only is a proxy for severe GBS 
but is a risk factor for death in its own right. It  is likely 
that dysautonomia is associated with increased morbidity 
as well, but data on long-term outcome other than sur-
vival were not available. Hence, prospective and, prefer-
entially, multicenter studies are needed to quantify the 
relationship of autonomic dysfunction with mortality and 
morbidity in GBS.
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