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Plecanatide is an FDA-approved drug for the treatment of 
irritable bowel syndrome with constipation (IBS-C), effec-
tive in treating abdominal pain and constipation [1]. In this 
issue of Digestive Diseases and Sciences, Brenner et al. [2] 
report a post-hoc analysis of two identically designed, dou-
ble-blind, randomized controlled trials designed to evalu-
ate the effect of plecanatide on bloating severity in patients 
with IBS-C. They compared the response of plecanatide in 
IBS-C patients with moderate-severe bloating to those with 
mild bloating. For patients with moderate-severe bloating, 
plecanatide significantly decreased bloating severity com-
pared with placebo. Similarly, a significantly greater per-
centage of patients with moderate-severe bloating met the 
composite endpoint of ≥ 30% improvement from baseline 
in bloating and abdominal pain with plecanatide compared 
with placebo (33.6% vs 26.8%, P = 0.02). There was no dif-
ference in bloating severity between plecanatide and placebo 
in IBS-C patients with mild bloating. Overall, plecanatide 
appears to improve bloating in patients with IBS-C with 
moderate—severe bloating, although the effect is modest, 
with a number needed to treat (NNT) of 15 for meeting the 
composite endpoint and a difference of 0.4 in the continuous 
bloating score.

Observational studies have reported that bloating severity 
correlates with abdominal pain and constipation severity in 
patients with IBS [3]. Though the present study also reported 
a similar finding, the correlation between bloating and bowel 
symptoms was much weaker compared with the relationship 
between bloating and abdominal pain at baseline as well as 
week 12. Taken together, this points towards a complex and 

multifactorial pathophysiology of bloating in these patients 
which is presumably at least in part related to visceral hyper-
sensitivity. The findings from this study and other guanylate-
cyclase-C agonists such as linaclotide, which is also effective 
in improving bloating, suggest that this class of drugs might 
have a direct effect on visceral hypersensitivity independent 
of their secretagogue action i.e., their effect on gut mucosal 
water and electrolyte secretion.

In nutshell, since bloating, a difficult-to-treat and most 
bothersome symptom in patients with IBS, has no FDA-
approved treatment, this study adds to the limited number 
of medications that clinicians have in their armamentarium 
to potentially treat bloating in patients with IBS-C.
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