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Background Results: Small Reversals Are 
Not Uncommon 

Reversals Are Variable 
 
 

Hypothesis 

Large, Sustained Reversals 
Are Rare 
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Methods 

Once it starts, ALS usually progresses, disabling and 
shortening the lives of its victims.  Prior publications 
(1-4) and recent ALSUntangled reviews (5,6) have 
identified cases in which the disease unexpectedly 
improved.  These cases of “reversible ALS” warrant 
further study as they may hold clues to as yet 
unidentified ALS mimic syndromes, or intrinsic host 
mechanisms that allow individuals to “beat” the 
disease, or alternative treatments that might actually 
be effective.  As a first step toward studying reversible 
ALS, we queried the PRO-ACT Database to 
determine how commonly PALS had improvements in 
their ALSFRS-R scores over various time intervals.  

There will be PALS whose ALSFRS-R scores improve 
over time suggesting reversal of their ALS.  
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Both our teams independently analyzed data from 
participants in the PRO-ACT Database (7).  Our 
MGH team calculated the slopes of ALSFRS and 
ALSFRS-R scores during any rolling 165 or 180 day 
interval and identified the percentage of participants 
with slopes that were greater than zero.  Our 
PatientsLikeMe team plotted the percentage of 
patients with ALSFRS-R improvements of 0, 1, 2, 3, 
and 4 points at intervals of up to 360 days.  
 
 
 

Conclusions 
Small improvements in ALSFRS-R scores at 6 
months are not uncommon.  Only 0.9% of PALS 
have ALSFRS-R scores that improve by at least 4 
points at 12 months.  This cutoff can serve as an 
operational definition of ALS reversal.  Our next 
step is to design a study that distinguishes between 
mimic syndromes, host defenses and effective 
alternative therapies as explanations for these ALS 
reversals.  Similar strategies have identified 
therapeutic targets in spontaneous cancer remissions 
(8) and “elite controllers” of HIV (9).  

This table shows the numbers and percentages of 
PRO-ACT participants with ALSFRS and ALSFRS-
R slopes that were greater than zero over any rolling 
165 and 180 day intervals.  Thus, 14-24% of PRO-
ACT participants experienced some degree of ALS 
reversal over these intervals.   

These curves show ALSFRS-R scores over time from 
selected individual PRO-ACT participants.  The 
highlighted areas of the curves are some of the ALS 
reversals summarized in the prior table.  It appears 
that there may be different types of reversals.  Some 
appear to be transient and are followed by a more 
typical period of progression (participants 365100 and 
369844).  These may simply be due to reliability 
issues with the scales being used.  Others are longer 
lasting, more sustained reversals (participant 365392).  
These are more interesting and potentially important. 

The graph on the left shows the number of PRO-
ACT participants that have longitudinal data of 
various durations.  This declines over time as a 
result of participants dropping out of studies or 
dying, or studies ending at earlier time points.  The 
graph on the right shows the percentages of PRO-
ACT participants with various ALSFRS-R 
improvements over time.  Small ALS reversals are 
more common than larger ones. Sustained reversals 
over extended time periods are less common. 

Interval (days) Score Total # available # with slope > 0 % with slope > 0 

165 ALSFRS 790 3238 24% 

165 ALSFRS-R 225 1383 16% 

180 ALSFRS 713 3177 22% 

180 ALSFRS-R 194 1343 14& 


