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What was your research question? 
How many exacerbations treated with intravenous antibiotics (IVs) someone had last year predicts how many they will have next year. We wanted to know if this was true for all exacerbations (not just for those treated with IVs) and if it was true when people were taking a CFTR modulator.

Why is this important? 
We test if a drug can reduce exacerbations by treating one group of people with that drug and a similar group with a placebo (sugar pill) and then counting how many exacerbations happen in each group. This only works if the two groups would have had the same number of exacerbations without treatment, so it is important to know what things predict exacerbations so we can “balance” the two groups for those things. We want to balance groups for all exacerbations (not just for those treated with IVs), and we want to be able to study people taking modulators.  

What did you do? 
We studied people with CF who were 12 years old or older and followed in the US CF Patient Registry during 2022 and 2023.  We counted the number of exacerbations that happened to people who had no modulators during those years to people who took the modulator elexacaftor/tezacaftor/ivacaftor (ETI) during those years,  Then we counted how many exacerbations people had in 2023 if they had no exacerbations in 2022, one or two exacerbations in 2022, or three or more exacerbations in 2022.  

What did you find? 
Just like in earlier clinical trials of the modulator ETI, we saw that people who took ETI had many less exacerbations in 2022 and 2023 than those who did not take ETI.  We also found that the number of exacerbations that people had in 2023 was strongly predicted by how many exacerbations they had had in 2022: those who had more exacerbations in 2022 were likely to have more exacerbations in 2023.  We found that this was true if people were taking ETI or not.

What does this mean and reasons for caution? 
Groups of people for studies of new drugs to reduce exacerbations can be balanced by counting exacerbations in the past year and putting similar numbers of people that have had lots of exacerbations in both groups.  We can study drugs that reduce exacerbations in people taking ETI, even though the number of exacerbations those people have is already lower.  We need to be cautious because we have used a simple definition of exacerbation. If a more complicated definition is used in a study, then we can’t be sure that just counting exacerbations is good enough to balance groups.

What’s next? 
Future studies of drugs to reduce exacerbations will use count exacerbations in the past year to make sure that study groups are balanced.
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