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Dear Sirs,

We read with great interest the paper “Early presentation of 
urinary retention in multiple system atrophy: can the disease 
begin in the sacral spinal cord?” [1] 

The paper highlights the presentation of six patients with 
predominant urinary retention followed by development of 
multiple system atrophy (MSA) 1–7 years later. 

A prion-like spread of misfolded endogenous alpha-synu-
clein through the central nervous system has been suggested 
for MSA as well as other alpha-synucleinopathies [2, 3]. 
However, none of the studies endeavoring to demonstrate 
alpha-synuclein spread have provided a clear conclusion [4]. 
The study by Panicker et al. points towards the pathology 
initiating in the sacral spinal cord. That this subset went 
on to develop the classical motor symptoms that met the 
diagnostic criteria for MSA may serve as indirect clinical 
evidence in favor of the spread of alpha-synuclein pathology. 

Another possibility is that this series represent a subset of 
patients with pure autonomic failure with urinary dysfunc-
tion instead of cardiovascular dysautonomia who later phe-
noconverted into MSA? Did these patients demonstrate any 
other features of autonomic dysfunction other than genito-
urinary autonomic dysfunction involvement? Three of the 
six patients had orthostatic hypotension. However, detailed 
cardiovascular autonomic function tests would have helped 
to assess the extent of autonomic dysfunction, further char-
acterizing this phenotype. 

We congratulate the authors on these preliminary sig-
nificant observations. However, larger prospective studies 
of this patient subset will enable an answer to the above 
questions.
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