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We thank Robin et al. for their insightful comments on our paper 
and would like to clarify some of their concerns1,2. The measure of 6 
thioguanine [6-TGN] was made via the available laboratory vendors 
in the United States. All of these laboratory measurements obtained 
were performed by Prometheus, and were determined by reversed-
phase high-performance liquid chromatography, commonly known 
as the Lennard method.

It is true that some of the studies we discussed may have been 
underpowered for the effect size that was observed, but these 
studies were designed based on an expectation of a large clinical 
benefit. These studies did not meet their prespecified endpoints 
needed to show the utility of dose optimization of thiopurines 
using 6-TGN. There are additional studies that have shown simi-
lar trends.3-5

Recent recommendations by the American Gastroenterological 
Association on the role of therapeutic drug monitoring have sug-
gested that there may be a benefit to reactive thiopurine metabolite 
monitoring, with a very low quality of evidence. We have repeatedly 
shown that algorithm monitoring is superior to metabolite moni-
toring for predicting clinical and biological remission in the same 
patients. We have also recently confirmed that our model remains 
highly accurate when applied to external datasets.6 We believe that 
metabolite monitoring may still play a role in confirming non-adher-
ence and shunting of thiopurines.7
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