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What was your research question? 
Does elexacaftor/tezacaftor/ivacaftor (ETI) improve or alter gastrointestinal (GI) symptoms or markers of intestinal inflammation in children with CF?

Does ETI alter pancreatic function, specifically can it reverse or improve pancreatic insufficiency?

Why is this important? 
ETI has demonstrated significant improvements in respiratory health. However, the effect of ETI on GI health and symptoms is less clear. GI symptoms and other gastrointestinal concerns represent a significant burden for people with CF.

What did you do?
This was a multicenter study where we observed the effects of ETI in children (ages 6-11yrs) with CF. We compared outcomes prior-to (baseline) and after initiation of ETI. The focus of this GI substudy was assessment of:
· Gastrointestinal symptoms (assessed with questionnaires)
· Stool analysis for intestinal inflammation and pancreatic function. 

What did you find? 
· There was mild improvement in certain GI symptom scores after 12 months of ETI, but changes were small and unlikely to be clinically significant.
· After 6 months of ETI, there was an increase in the proportion of children with normal stool calprotectin (marker of intestinal inflammation) and a decrease in the proportion of children with abnormal, or elevated, measure of GI inflammation. 
· There was no improvement in pancreatic function after 6 months of ETI

What does this mean and reasons for caution? 
· ETI does not seem to improve GI symptoms in children with CF, at least within the first 12 months of use. Of note, children in this study did not have a lot of GI symptoms prior to starting ETI. It is possible that more of an effect may be seen in those with a higher GI symptom burden at baseline.
· Based on the results looking at pancreatic function, ETI does not restore pancreatic function in children aged 6-11yrs starting ETI. This means that pancreatic enzymes should be continued.
· There was some improvement in intestinal inflammation after starting ETI, which might have relevance for long term GI health.
· This was a relatively short-term study (6-12 months) and it will be interesting to observe if there is any impact of ETI on GI health in the longer term

What’s next? 
· ETI might have more of an impact on the gastrointestinal system if started earlier. Other studies are looking at the effect of ETI in younger children (ages 2-5 years)
· More work needs to be done to help improve the GI symptom burden for people with CF as modulators do not seem to solve a lot of the GI issues that impact this population

Original manuscript citation in PubMed:
https://pubmed.ncbi.nlm.nih.gov/41692662/
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