
Thank you for choosing to highlight our paper with a Journal Club article. However, we believe 
that the authors have over-reached in trying to extend the discussion of the results in our paper 
(Yang et al. 2015) to the potential role of PP1 in Alzheimer’s disease.  
 
It is important to note that our paper is focused on hippocampus and specific forms of learning, 
and it is hard to compare our study with unrelated studies of tau dephosphorylation and 
Alzheimer’s disease. The discussion of our paper is generally reasonable, and constructive. 
However, some caveats need to be added to any implication of our work in the regulation of tau 
dephosphorylation.  
 
First, in the Journal Club article, PP1 is suggested to contribute ~10% of the dephosphorylation of 
tau based on an in vitro study (Liu et al. 2005), but the general consensus in the field is that 
PP2A and PP2B play more important roles (see review by Braithwaite et al. (2012) from one of 
the co-authors on our paper). Moreover, there is a significant caveat in the interpretation of the 
in vitro experiment by Liu et al. (2005): the conclusion is based on in vitro dephosphorylation of 
phosphorylated tau by commercially purchased purified PP1. Most commercial sources of PP1 have 
several properties that are different from native PP1, including dependence on Mn2+, and a 
much broader serine/threonine phosphatase activity as well as aberrant tyrosine phosphatase 
activity (Watanabe et al., 2001). 
 
Second, the suggestion that PP1 definitively promotes, in mice, tau dephosphorylation and 
spatial memory (Sun et al., 2003) is open to interpretation. Importantly, the authors of that work  
did not assay to what extent PP1 is affected by injection of the PP1/PP2A inhibitor used.  
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