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Statement of the Problem: Demyelination that is the 
hallmark of multiple sclerosis is a complex process that partly 
involves deimination of myelin basic protein. Peptidylarginine 
deiminase (PAD) family of enzymes catalyze the deimination 
of protein-bound arginine to citrulline. The 2 isoform of 
PAD is present in the myelin sheet of both the CNS and the 
PNS. Resveratrol, a polyphenol with neuroprotective effects 
unexpectedly has shown to exacerbate demyelination in 
models of multiple sclerosis. The purpose of this study 
was to evaluate the effects of resveratrol on the enzymatic 
activity of PAD and on the mRNA levels of the 2 isoform of 
PAD in the brain cortex of rats. Methodology & Theoretical 
Orientation: Rats were gavaged with resveratrol or water 
(control) and or ethanol (vehicle) for 3 weeks. Cortical tissues 
were assayed for the PAD activity. Real-time RT-PCR was used 
to assess the mRNA levels of PAD2.  Findings: Resveratrol 
at the dose of 120mg/Kg bw/day significantly increased 
(P<0.05, Tukey’s test) the activity of PAD2 in the brain cortex 
of rats as compared to the control group. Levels of the mRNA 

for PAD2 in the cortex of rats treated by resveratrol was 
not significantly different (P>0.05 Tukey’s test) from those 
treated by water or ethanol. Conclusion & Significance: The 
finding that oral resveratrol induces PAD activity in the cortex 
of rats is in line with the adverse effects of resveratrol on 
multiple sclerosis.
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