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Description 
Exelon Patch (rivastigmine transdermal system) is a reversible cholinesterase inhibitor used for transdermal 
administration. The patch is comprised of a four-layer laminate containing the backing layer, drug matrix, 
adhesive matrix, and overlapping release liner. The release liner is removed and discarded prior to use (Exelon 
Patch PI, 2007).  
 
Clinical Pharmacology  
Pathological changes in dementia of Alzheimer’s type and dementia associated with Parkinson’s disease 
involve cholinergic neuronal pathways that project from the basal forebrain to the cerebral cortex and 
hippocampus. These pathways are thought to be intricately involved in memory, attention, learning, and other 
cognitive processes. While the precise mechanism of action of rivastigmine is unknown, it is postulated to exert 
its therapeutic effect by enhancing cholinergic function. This is accomplished by increasing the concentration of 
acetylcholine through reversible inhibition of its hydrolysis by cholinesterase. There is no evidence that 
rivastigmine alters the course of the underlying dementing process. 
 
 After a 6 mg dose of rivastigmine, anticholinesterase activity is present in the cerebrospinal fluid for about 10 
hours, with a maximum inhibition of about 60% 5 hours after dosing (Exelon Patch PI, 2007). 
 
In vitro and in vivo studies demonstrate that the inhibition of cholinesterase by rivastigmine is not affected by 
the concomitant administration of memantine, an N-methyl-D-aspartate receptor antagonist (Exelon Patch PI, 
2007). 
 
Pharmacokinetics 
Concentrations of rivastigmine typically reach a maximum after 8 hours, although maximum values (Cmax) are 
often reached at later times as well (10-16 hours). At steady-state, trough levels are approximately 60-80% of 
peak levels. Fluctuation between Cmin and Cmax is lower for Exelon Patch than for the oral formulation. Exelon 
Patch 9.5 mg/24 hours exhibited exposure approximately the same as that provided by an oral dose of 6 mg 
twice daily. Over a 24-hour application, approximately 50% of the drug load is released from the system 
(Exelon Patch PI, 2007). 
 
Rivastigmine is extensively metabolized primarily via cholinesterase-mediated hydrolysis and minimally 
involves cytochrome P450 isoenzymes. Renal excretion of metabolites is the major route of elimination. The 
elimination half-life is approximately 3 hours after patch removal (Exelon Patch PI, 2007). 
 
Clinical Studies 
 
Alzheimer’s disease 
The effectiveness of Exelon Patch as a treatment of mild to moderate Alzheimer’s disease is demonstrated by 
the results of a randomized, double-blind, placebo-controlled, double-dummy clinical investigation in patients 
with Alzheimer’s disease (diagnosed by NINCDS-ADRA and DSM-IV criteria, Mini-Mental State Examination = 
10 and = 20). Patients were randomized to either an Exelon Patch 9.5 mg/24 hours, Exelon Patch 17.4 mg/24 
hours, Exelon capsules 6 mg BID, or placebo. All treatments were statistically significantly superior to placebo 
on the ADAS-cog scale; Exelon Patch 9.5 mg/24 hours and Exelon capsules were statistically significant to 
placebo on the ADCS-CGIC (Exelon Patch PI, 2007). 
 
Parkinson’s disease dementia  
The effectiveness of Exelon Patch as a treatment for mild to moderate dementia associated with Parkinson’s 
disease was based on the results of a randomized, double-blind, placebo-controlled clinical investigation of the 
immediate-release capsules (Exelon Patch PI, 2007). The patients’ onset of dementia was presented at least 2 
years after the initial diagnosis of idiopathic Parkinson’s disease. Patients were randomized to a dose range of 
3 -12 mg of Exelon per day or to placebo in a ration of 2:1 for 24 weeks. There was statistically significant 
treatment effect in the Exelon group compared with placebo (Exelon PI, 2007). 



Indication  
Exelon Patch is indicated for the treatment of mild to moderate dementia of the Alzheimer’s type and mild to 
moderate dementia associated with Parkinson’s disease (Exelon Patch PI, 2007). 
 
Safety & Tolerability 
Exelon is contraindicated in patients with a known hypersensitivity to rivastigmine, other carbamate derivatives 
or other components of the formulation. The most commonly observed adverse events associated with the use 
of Exelon Patch in the clinical trial, include nausea, vomiting, and diarrhea. No pharmacokinetic drug-drug 
interactions with drugs metabolized by the following isoenzyme systems are expected: CYP1A2, CYP2D6, 
CYP3A4/5, CYP2E1, CYP2C9, CYP2C8, or CYP2C19 (Exelon Patch PI, 2007). 
 
Dosage &  Administration 
Exelon Patch is for transdermal administration given as once-a-day dosing. The initial dose of Exelon Patch is 
4.6 mg/24 hours. If the dose is well tolerated, after a minimum of four weeks, this dose should be increased to 
Exelon Patch 9.5 mg/24 hours, which is the recommended effective dose. Dose increases should occur only 
after a minimum of 4 weeks at the previous dose, and only if the previous dose has been well tolerated. The 
maximum recommended dose is 9.5 mg/24 hours. Higher doses confer to no appreciable additional benefit, 
and are associated with significant increase in the incidence of adverse events (Exelon Patch PI, 2007).  
 
If adverse effects (such as nausea, vomiting, abdominal pain, or loss of appetite) cause intolerance during 
treatment, the patient should be instructed to discontinue treatment for several doses and then restart at the 
same or next lower dose level. If treatment is interrupted for longer than several days, treatment should be 
reinitiated with the lowest daily dose and titrated as described above (Exelon Patch PI, 2007).  
 


