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Interstitial Cystitis/Bladder Pain Syndrome (IC/BPS) is a chronic inflammatory disease characterized by visceral pain. Feline 
Interstitial Cystitis (FIC), an idiopathic and painful condition frequently occurring in cats, reproduces many features of IC/
BPS. Recently, a rat model of Chronic Cyclophosphamide (CYP)-induced cystitis has been developed and validated. It was 
shown to share strong similarity with IC/BPS (and FIC), i.e., the development of persistent painful behavior, bladder edema, 
and focal urothelial damage. Aliamides are pain-relieving and anti-inflammatory lipid compounds whose parent molecule is 
almitoylethanolamide (PEA). Although much attention has been paid so far to PEA, some interesting evidence on the benefits 
of the aliamide N-palmitoyl-D-glucosamine (PGA) is currently being gathered. The aim of this study was to evaluate the effects 
of supplementing PGA (PGAm) together with the antioxidant hesperidin to rats with chronic CYP-induced cystitis. Cystitis 
was induced in female rats by repetitive intraperitoneal injections of CYP (40mg/kg every three days from day 0 to day 6). 
Daily oral supplementation with PGAm-hesperidin (3:1 ratio) was started 3 days before CYP and maintained to the end of the 
experiment (day 10). CYP instillation caused macroscopic and histological bladder inflammatory changes, mast cell activation, 
neuroinflammation, increased lipid peroxidation, and lowered pain threshold. PGA m-hesperidin decreased CYP-induced bladder 
inflammation, oxidative stress (measured through MPO (Myeloperoxidase) and MDA (Malondialdehyde) levels, respectively) 
mast cell activation, neuroinflammation and relieved visceral pain. Based on these findings and the known safety profile, PGAm-
hesperidin may be a useful adjunct in the management of human IC/BPS and the related feline lower urinary tract disease FIC.
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