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What was your research question? 
We asked whether CFTR modulators (like ivacaftor or elexacaftor-tezacaftor-ivacaftor) could reduce repeated pancreatitis attacks in patients who have CFTR-related disorders, meaning they have partial CFTR dysfunction but do not meet the criteria for cystic fibrosis.

Why is this important? 
Pancreatitis is a painful, debilitating and sometimes dangerous inflammation of the pancreas. Some people have repeated attacks without a clear cause. In certain patients, the problem may be linked to mild dysfunction of the CFTR protein, even if they do not have classic cystic fibrosis. These patients are often difficult to diagnose and have limited treatment options. Current care is mostly supportive and does not prevent new attacks. If CFTR modulators can reduce pancreatitis episodes, this could offer a targeted treatment, improve quality of life, reduce hospitalizations, and possibly prevent long-term pancreatic damage to avoid exocrine pancreatic insufficiency (digestion deficiency) and diabetes.

What did you do? 
We described four patients with recurrent pancreatitis and evidence of CFTR dysfunction, but without cystic fibrosis. Each patient had genetic testing and specialized functional tests to evaluate CFTR activity. After careful evaluation, they were treated with CFTR modulators (ivacaftor or elexacaftor-tezacaftor-ivacaftor). We then followed them over time to observe the number of new pancreatitis episodes and to reassess CFTR function using laboratory tests. We compared their condition before and after starting treatment to see whether the medication changed the course of their disease.

What did you find? 
After starting CFTR modulators, all four patients had a major reduction in pancreatitis attacks. Three patients had no new confirmed episodes during long follow-up (up to several years). One patient had fewer episodes than before treatment. Laboratory tests also showed improvement in CFTR function. Importantly, no serious side effects were reported. The improvement appeared soon after treatment began and was sustained over time. 

What does this mean and reasons for caution? 
Our results suggest that CFTR modulators may help prevent recurrent pancreatitis in some patients with CFTR dysfunction, even if they do not have cystic fibrosis. However, this study included only four patients, and there was no control group. The follow-up time differed between patients. Because pancreatitis attacks can vary naturally over time, we cannot prove with certainty that the treatment alone caused the improvement. Larger, controlled clinical trials are needed. In addition, these drugs are expensive and not officially approved for this specific condition.

What’s next? 
The next step is to conduct larger, prospective clinical trials to confirm whether CFTR modulators truly prevent recurrent pancreatitis in patients with CFTR-related disorders. Better access to these medications for research is also needed to properly evaluate their benefits in this population.
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