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Currently, one of the primary approaches for the 
pharmacologic treatment of Alzheimer’s disease 

(AD) focuses on reducing the cholinergic deficiency 
in the central nervous system with cholinesterase 
inhibitors (ChEIs). Presently available oral ChEIs include 
rivastigmine, donepezil, and galantamine.1 Memantine, an 
N-methyl-d-aspartate receptor antagonist, is approved in 
the United States for treatment of moderate to severe AD.2 
While there is consensus that these agents are modestly 
beneficial,3 treatment adherence is an important challenge 
facing patients with AD.4 Perceived lack of clinical benefit 
and the occurrence of adverse events (AEs) may be key 
reasons for patients with AD to discontinue treatment.4

Some patients with AD may not experience sustained 
clinical benefit from ChEI treatment owing to a lack 
of initial efficacy, loss of efficacy during long-term 
treatment, or tolerability issues.5 Thus, switching to 
a different ChEI is a common therapeutic strategy. 
When switching medications, the objectives are to 
avoid rapid symptomatic worsening resulting from the 
cessation of the first medication and AE emergence 
due to initiation of the subsequent treatment.1

Several studies suggest that patients with AD 
who do not respond to treatment with donepezil or 
galantamine tablets may be switched to rivastigmine 
capsules.5–9 Rivastigmine capsules are currently 
approved in the United States and Europe for 
the treatment of mild to moderate AD. Clinical 
studies have shown that rivastigmine is superior 
to placebo on measures of cognition, activities 
of daily living, and global functioning.10,11 As 
with all ChEIs, the most common AEs occurring 
with the rivastigmine capsule are gastrointestinal 
(GI) in nature (eg, nausea and vomiting).10,11

In 2007, a transdermal patch formulation of 
rivastigmine became available in the United States for 
treatment of mild to moderate AD. The transdermal 
patch provides drug delivery over 24 hours and reduces 
fluctuations in plasma concentrations compared with 
the rivastigmine capsule.12 A 24-week, double-blind, 
double-dummy, randomized, placebo- and active-
controlled study in over 1,100 patients with AD directly 
compared the rivastigmine capsule with the rivastigmine 
transdermal patch.13 Results of the study showed that 

Objective: To evaluate the long-term 
safety, tolerability, and efficacy of 2 strategies 
for switching from donepezil to rivastigmine 
transdermal patches in patients with mild 
to moderate Alzheimer’s disease.

Method: This was a prospective, 25-week, 
randomized, open-label, parallel-group study to 
evaluate an immediate or delayed switch (7-day 
withdrawal) from donepezil (5 to 10 mg/d) to 
rivastigmine transdermal patches (4.6 mg/24 h). 
Participants included male and female patients, 
aged ≥ 50 years, with a DSM-IV-TR diagnosis of 
mild to moderate dementia of the Alzheimer’s 
type, defined as a Mini-Mental State Examination 
score of 10–24, inclusive. Patients were enrolled 
between February 2007 and February 2008. The 
study was split into a 5-week core phase and a 
20-week extension phase. Safety and efficacy 
results from the extension phase are presented.

Results: Both switching strategies were 
well tolerated. Rates of discontinuation for 
any reason were similar between the groups. 
Discontinuations due to adverse events were 
also similar, and the incidence of gastrointestinal 
adverse events was low. Apart from Alzheimer’s 
Disease Cooperative Study–Activities of Daily 
Living Scale scores, at the end of the study, 
there was no statistically significant change 
from baseline in cognitive, behavioral, or global 
outcomes. Over half of the patients preferred 
rivastigmine transdermal patches to a tablet.

Conclusions: This study suggests that the 
majority of patients receiving donepezil tablets 
can be safely switched to rivastigmine transdermal 
patches without significant deterioration in 
cognition, behavior, and global functioning.
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the 9.5-mg 24-hour rivastigmine transdermal patch had 
similar efficacy to the rivastigmine capsule (12 mg/24 
h), with one-third of the incidence of GI side effects.13 
This improved tolerability profile could potentially result 
in greater treatment adherence,4,13 and the patch was 
preferred to the capsule by the majority of caregivers.14

Results from the core phase of this prospective, 
randomized, parallel-group, open-label study (Study 
CENA713DUS38) suggested that both immediate and 
delayed (following a 7-day withdrawal period) switches 
from oral donepezil (5–10 mg/d) to rivastigmine 
patches (4.6 mg/24 h) were safe and well tolerated over 
4 weeks of treatment.15 In addition, the mean Clinical 
Global Impression of Change (CGI-C) score showed no 
worsening from baseline in either treatment group.15 
Here, we report results from the 20-week, open-label 
extension phase of this study. The primary objective of 
this extension phase was to provide long-term safety 
information for patients who were switched from 
donepezil tablets to the rivastigmine transdermal patch.

METHOD

Patients
Patients enrolled in the study have been described 

previously.15 In brief, male or female patients, aged ≥ 50 
years, with a DSM-IV-TR diagnosis of mild to moderate 
dementia of the Alzheimer’s type16,17 were included in 
the study. Patients were enrolled between February 2007 
and February 2008. Mild to moderate dementia was 
defined as a Mini-Mental State Examination (MMSE) 
score of 10–24, inclusive.18 Patients were required to 
have a primary caregiver willing to accept responsibility 
for supervising treatment, assessing the condition of the 
patient throughout the study and providing input into 
the efficacy assessments, in accordance with all protocol 
requirements. Patients were also required to have been 
receiving donepezil tablets for at least 6 months and 
taking a stable dose (either 5 or 10 mg/d) for at least 
the last 3 of these 6 months prior to study entry. 

The main exclusion criteria included any primary 
neurodegenerative disorder other than AD or any other 
causes of dementia; any disability or unstable disease 
that may have prevented the patient from completing all 
study requirements; a current diagnosis of bradycardia 
(heart rate < 50 bpm), sick sinus syndrome, conduction 
defects, severe or unstable cardiovascular disease, 
significant urinary obstruction, peptic ulceration, 
or GI bleeding; an unstable respiratory condition; 
any active skin lesion or disorder that would prevent 
accurate assessment of the adhesion; and patients 
who discontinued treatment during the core phase 
of the study owing to skin irritation secondary to the 
rivastigmine transdermal patch. Patients who were 
receiving donepezil tablets and concomitant memantine 
at the beginning of the study were allowed to continue 
on the same dose of memantine throughout the study; 
however, not more than 50% of the total study population 
was to have been receiving combination therapy.

Patients were recruited into the study from 50 clinical 
and research centers in the United States. The study 
was conducted in accordance with the Declaration of 
Helsinki and Good Clinical Reporting Practice. The 
study protocol was approved by an institutional review 
board, an independent ethics committee, and a research 
ethics board. Prior to participation in the study, patients 
were to provide, if mentally competent, written informed 
consent, along with consent from an appropriately 
responsible party on the patient’s behalf and from the 
patient’s caregiver. If the patient was not able to provide 
written informed consent, this was obtained from the 
caregiver and the appropriately authorized representative 
on the patient’s behalf; verbal assent was obtained from 
the patient if possible and permitted by state, local, and 
institutional review board regulations. The study is 
registered in clinicaltrials.gov (Identifier: NCT00305903). 

Study Design
Patients who completed the 5-week prospective, 

randomized, multicenter, parallel-group, open-label 

Clinical Points

Since many patients will not respond well to initial treatment with cholinesterase ◆◆
inhibitors, switching patients to another drug in this class should be considered.

Rivastigmine is available in a patch formulation that significantly reduces the incidence ◆◆
of gastrointestinal side effects compared with the rivastigmine capsule; the 10-cm2 
rivastigmine patch (delivering 9.5 mg/24 h) also provides similar efficacy to rivastigmine 
capsules (6 mg twice daily).

Switching cholinesterase inhibitors from oral donepezil to the rivastigmine patch, ◆◆
either immediately or following a 7-day washout period, is easy to accomplish and well 
tolerated and should therefore be considered in patients experiencing problems with 
efficacy and tolerability of oral donepezil.
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core phase of the study (previously reported15) had 
the option to enter a 20-week, open-label extension 
phase for further treatment and evaluation. In brief, 
patients were randomly assigned (1:1) to be switched 
from donepezil (5–10 mg/d) to 5-cm2 rivastigmine 
transdermal patches (4.6 mg/24 h) either immediately 
or following a 7-day withdrawal period. Following the 
switch, both groups were maintained on rivastigmine 
patches for 4 weeks before entering into the extension 
phase. All patients who entered the extension phase 
were given a dose increase to a 10-cm2 (9.5 mg/24 h) 
rivastigmine patch and remained on this dose through 
week 25 unless they experienced dose-limiting AEs. 
Patients who experienced dose-limiting AEs had their 
dose reduced back to the 5-cm2 patch and continued on 
their best-tolerated dose for the remainder of the study. 
The rivastigmine transdermal patches were applied by 
the caregiver to clean, dry, and intact skin on the patient’s 
upper or lower back, upper arm, or chest. Patches were 
changed every 24 hours in the morning to different sites 
within these areas, in rotation. Patients in each treatment 
group were stratified by concomitant memantine use.

Assessments and Outcomes
The primary outcome of the study was the safety 

and tolerability of the 2 different switching strategies 
based on the incidence of discontinuation for any reason 
during the 20-week extension phase. Other safety/
tolerability measures included discontinuations due 
to AEs and the incidence of AEs during the 20-week 
extension phase. Secondary objectives were to evaluate 
efficacy outcomes, as well as caregiver preference.

Clinical Outcomes
A CGI-C assessment was conducted during an 

interview by a rater at weeks 5 and 25,19 and raters 
received training prior to the start of the study. The scale 
comprises 13 items in 3 domains: mental/cognitive state 
(arousal/alertness/attention/concentration), behavior/
thought content, and functioning (basic and complex). 
For patients who withdrew from the study before week 
25, the CGI-C at week 5 was carried forward. Other 
efficacy assessments were obtained via interviews with the 
caregiver at screening or baseline and at week 25 (or early 
discontinuation) and included scores for the Alzheimer’s 
Disease Cooperative Study–Activities of Daily Living 
Scale (ADCS-ADL),20 the Neuropsychiatric Inventory 
(NPI),21 the NPI Caregiver Distress (NPI-D) scale,22 and 
the modified Alzheimer’s Disease Caregiver Preference 
Questionnaire (ADCPQ).23 For the NPI and NPI-D, if the 
neuropsychiatric features for an item were not applicable, 
the score for that domain was set to missing. If 2 or more 
items had missing total scores, the NPI total score was 
set to missing. The MMSE, a brief practical assessment of 
cognitive dysfunction, was assessed at screening and at 

week 25. The MMSE consists of 20 questions, divided into 
5 sections (orientation, registration, attention-calculation, 
recall, and language).18 The total MMSE scores range from 
0 to 30 with lower scores signifying greater dysfunction. 
If more than 6 weeks had elapsed between the screening 
and baseline visits, the MMSE was to be repeated at 
baseline and the value closest to and prior or equal to the 
date of randomization was considered the baseline value. 
For the modified ADCPQ, the primary hypothesis to be 
tested was that the patch was preferred over the previous 
pill medication by the majority of caregivers and was 
tested using item 8 in the follow-up questionnaire, which 
asked the caregiver which medication he/she preferred.

Statistical Analysis
The safety population consisted of patients who had 

received at least 1 dose of study medication and who had 
at least 1 postbaseline safety assessment. The intent-to-
treat population consisted of all randomized patients who 
had received at least 1 dose of study medication and who 
had at least 1 postbaseline safety/tolerability assessment. 
The sample size was based on the assumption of a 5% 
study discontinuation rate for any reason, which resulted 
in 120 patients for each treatment group to permit an 
accurate estimation of the discontinuation rate, with a 
standard error (SE) of 0.02. Discontinuation rates, the 
corresponding SEs, and the 95% confidence intervals 
(CIs) for the difference between the 2 treatment groups 
were calculated. Differences for all-cause discontinuations 
within treatment groups, based on concomitant 
memantine usage, were estimated in a similar way. All 
safety data were summarized according to both treatment 
groups and for the total population. No adjustment was 
made for multiple comparisons regarding the secondary 
and safety outcomes. Descriptive statistics for the CGI-C 
were calculated. The number and percentage of patients 
with no decline on the CGI-C (CGI-C score ≤ 4) were 
presented, together with the 95% CI for the proportion. 
Changes from baseline/screening to week 25 and end 
of study on the ADCS-ADL, NPI, NPI-D, and MMSE 
scores were summarized using descriptive statistics 
and 95% CIs for the mean change. For the modified 
ADCPQ, 95% CIs were calculated around the proportion 
of caregivers choosing the patch over the previous 
pill medication. If the lower limit of the 95% CI was 
above 50%, this was hypothesized to confirm caregiver 
preference for the patch over the previous pill medication.

RESULTS

Study Population and Disposition
The study population and disposition of patients 

who completed the core phase of the study have 
been reported previously.15 Of the 240 patients who 
completed the core phase, 234 entered the extension 
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phase (n = 117 for both the immediate-switch and 
delayed-switch groups). Overall, the mean age (± SD) 
of patients was 77.3 ± 8.0 years, 57.9% were female, 
and the majority (88.1%) were white. The mean ± SD 
duration of AD and donepezil treatment was 3.9 ± 2.6 
years and 29.1 ± 22.9 months, respectively, and the 
mean ± SD total MMSE score was 18.3 ± 4.0. Both baseline 
demographics and clinical characteristics were similar 
for both treatment groups (previously reported).15 
Approximately 15% of patients were reported to have 
experienced AEs or intolerability of donepezil. Prior 
to study entry, the investigator rated 46.4% of patients 
to have experienced a decline in activities of daily 
living, 29.9% to have declined in behavior, 62.8% to 
have declined in global functioning, and 79.3% to have 
declined in cognition while on their current therapy.

Treatment Discontinuation
Of the 234 patients who entered the extension 

study, 176 completed the 20-week phase (n = 85 for 
the immediate-switch group, n = 91 for the delayed-
switch group). Thirty-two patients (27.4%) in the 
immediate-switch group discontinued the study 
compared with 26 patients (22.2%) in the delayed-
switch group (95% CI for between-regimen difference, 
–17.0 to 6.8; P = .4492) (Table 1). The primary reason 
for discontinuations in both treatment groups was AEs. 
Overall, 28 (12.0%) patients discontinued because of 
AEs: 17 (14.5%) in the immediate-switch group and 
11 (9.4%) in the delayed-switch group (Table 1).

In the immediate-switch group, 6 patients (5.1%) 
discontinued owing to skin irritation, compared with 5 
(4.3%) in the delayed-switch group. In the immediate-
switch group, 2 patients (1.7%) discontinued because of 
vomiting compared with zero patients in the delayed-
switch group. In the total population, the AEs that 

most frequently resulted in treatment discontinuation 
were application site reaction (11 patients, 4.7%) 
and disease progression (5 patients, 2.1%) (Table 2). 
The number of patients who discontinued treatment 
because of the GI AEs vomiting and diarrhea were 
low, with only 2 patients (0.9%) for each AE. No 
patients discontinued owing to nausea. A similar 
number of patients receiving concomitant memantine 
discontinued the study in the immediate-switch and 
delayed-switch groups (18 [30.0%] vs 12 [20.0%], 
respectively). Overall, the rate of discontinuation 
was similar for patients who did and did not receive 
memantine (25.0% vs 24.6%, respectively) (Table 3).

Safety and Tolerability
A total of 184 patients (70.5%) experienced at least 1 

AE during the entire 25-week study, including core and 
extension phases (96 patients in the immediate-switch 
group [73.3%] and 88 patients in the delayed-switch group 
[67.7%]), while 139 of 234 patients (59.4%) experienced 
1 newly occurring or worsening AE during the extension 
phase. The most frequently reported AEs in the 
immediate-switch group were application site reaction (17 
patients, 13%) and nausea (9 patients, 6.9%), while in the 
delayed-switch group, the most frequently reported AEs 
were application site reactions (23 patients, 17.7%) and 
agitation (10 patients, 7.7%). Overall, the most frequently 
reported AEs were application site reaction (40 patients, 
15.3%) and agitation (18 patients, 6.9%) (Table 4).

Table 1. Patients Who Discontinued the Extension Phase  
and Reason for Discontinuation (safety population)a

Variable

Immediate-
Switch Group  

(n = 117)

Delayed-
Switch Group 

(n = 117)
Total  

(N = 234)
Patients who discontinuedb 32 (27.4) 26 (22.2) 58 (24.8)
Reason for discontinuationc

Adverse events 17 (14.5) 11 (9.4) 28 (12.0)
Abnormal laboratory 

values
0 (0.0) 0 (0.0) 0 (0.0)

Abnormal test procedure 
results

0 (0.0) 0 (0.0) 0 (0.0)

Unsatisfactory 
therapeutic effect

4 (3.4) 3 (2.6) 7 (3.0)

Withdrawal of consent 6 (5.1) 6 (5.1) 12 (5.1)
Lost to follow-up 0 (0.0) 3 (2.6) 3 (1.3)
Administrative problems 1 (0.9) 1 (0.9) 2 (0.9)
Death 1 (0.9) 0 (0.0) 1 (0.4)
Protocol deviation 3 (2.6) 2 (1.7) 5 (2.1)

aData are presented as n (%).
bP value = .4492 (Fisher exact test).
cP value = .3139 (Fisher exact test).

Table 2. Adverse Events Resulting in Discontinuation During 
the Extension Phase (safety population)a

Variable

Immediate-
Switch Group 

(n = 117)

Delayed- 
Switch Group 

(n = 117)
Total  

(N = 234)
Any adverse eventb 17 (14.5) 11 (9.4) 28 (12.0)
Application site reaction 6 (5.1) 5 (4.3) 11 (4.7)
Disease progression 1 (0.9) 4 (3.4) 5 (2.1)
Agitation 0 (0.0) 3 (2.6) 3 (1.3)
Confusional state 1 (0.9) 2 (1.7) 3 (1.3)
Vomiting 2 (1.7) 0 (0.0) 2 (0.9)
Diarrhea 2 (1.7) 0 (0.0) 2 (0.9)
Cerebellar infarction 1 (0.9) 0 (0.0) 1 (0.4)
Dizziness 1 (0.9) 0 (0.0) 1 (0.4)
Motor dysfunction 0 (0.0) 1 (0.9) 1 (0.4)
Tremor 1 (0.9) 0 (0.0) 1 (0.4)
Fatigue 1 (0.9) 0 (0.0) 1 (0.4)
Anorexia 1 (0.9) 0 (0.0) 1 (0.4)
Hyperglycemia 1 (0.9) 0 (0.0) 1 (0.4)
Hyponatremia 1 (0.9) 0 (0.0) 1 (0.4)
Anxiety 0 (0.0) 1 (0.9) 1 (0.4)
Delusion 0 (0.0) 1 (0.9) 1 (0.4)
Insomnia 0 (0.0) 1 (0.9) 1 (0.4)
Major depression 1 (0.9) 0 (0.0) 1 (0.4)
Obsessive thoughts 0 (0.0) 1 (0.9) 1 (0.4)
Psychotic disorder 1 (0.9) 0 (0.0) 1 (0.4)
Restlessness 0 (0.0) 1 (0.9) 1 (0.4)
Pulmonary embolism 1 (0.9) 0 (0.0) 1 (0.4)
aData are presented as n (%).
bP value = .3139 (Fisher exact test).
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Of those who experienced a newly occurring AE or a 
worsening of AEs during the extension phase (n = 261), 86 
(33.0%) had at least 1 AE that the investigator suspected 
to be related to the study medication. Of all the AEs 
reported during the 25-week study, the majority were 
considered to be mild or moderate in severity. In the 
immediate-switch group, 16 patients (12.2%) reported 
severe AEs compared with 11 patients (8.5%) in the 
delayed-switch group. Serious AEs (SAEs) were reported 
for 14 (10.7%) and 9 (6.9%) patients in the immediate-
switch and delayed-switch groups, respectively (23 
patients overall, 8.8%). Two SAEs, 1 case of bradycardia 
and 1 case of reduced oral intake, were considered by 
the investigator to be related to the study medication. 
One patient death due to cardiovascular disease (in 
the immediate-switch group) was reported during the 
study. Mean patient body weight remained stable at 
the end of the 25-week study. Mean ± SD change in 
body weight from baseline in the immediate-switch 
group was 0.2 ± 2.2 kg compared with 0.0 ± 2.6 kg in 
the delayed-switch group. Overall, the mean ± SD 
change in body weight from baseline was 0.1 ± 2.4 kg.

Efficacy
Global function remained stable and did not change 

over the course of the study. At week 25, the mean change 
in CGI-C scores was 4.1 (95% CI, 3.9–4.4) and 4.3 (95% 
CI, 4.1–4.4) for the immediate-switch and delayed-
switch groups, respectively, and 4.2 (95% CI, 4.1–4.3) 
overall. No statistically significant decline from baseline 
(ie, improvement or no change in condition [CGI-C 
rating score ≤ 4]) was seen in 77 patients (65.8%) in the 
immediate-switch group and 72 patients (62.1%) in the 
delayed-switch group (149 patients overall, 63.9%).

At the end of the study, there was no statistically 
significant decline from baseline in cognitive function, 
as assessed by the MMSE score, in either the immediate-
switch (–0.5; 95% CI, –1.2 to 0.1; P = .1248) or the 
delayed-switch groups (–0.3; 95% CI, –1.1 to 0.4; 
P = .3604). Overall, the mean change from baseline on the 
MMSE was –0.4 (95% CI, –0.9 to 0.1; P = .0885). There 
was a modest reduction on the NPI in the immediate-
switch group (−0.8; 95% CI, −2.9 to 1.3; P = .4640) but 
not in the delayed-switch group (0.5; 95% CI, −1.7 to 2.8; 
P = .6505). Overall, the NPI scores were maintained over 
the 25-week period with a mean change from baseline of 
–0.1 (95% CI, –1.6 to 1.4; P = .8808). Approximately half 
(50.9%) of the total population exhibited at least a 10% 
improvement in the total score of item 10 of the NPI.

At the end of the study, there was a statistically 
significant decline in activities of daily living, as assessed 
by the ADCS-ADL, for both the immediate-switch 
(−3.1; 95% CI, −4.9 to −1.4; P = .0007) and the delayed-
switch (−4.2; 95% CI, −6.0 to −2.5; P < .0001) groups. 
Overall, the mean change on the ADCS-ADL from 
baseline was –3.7 (95% CI, –4.9 to –2.4; P < .0001).

Over half of the patients (55%) preferred the 
rivastigmine transdermal patch to a pill (modified 
ADCPQ, item 8); the 95% CI (48.3–61.6) did not exceed 
the minimum of 50% as hypothesized. For the total 
population, significant improvements from baseline 

Table 3. Summary of Study Discontinuations With and 
Without Concomitant Memantine During Extension Phase 
(intent-to-treat population)

Variable

Immediate-
Switch  
Group 

(n = 117)

Delayed 
Switch  
Group 

(n = 117)
Total  

(N = 234)
Discontinued due to any 

reason, n (%)
32 (27.4) 26 (22.2) 58 (24.8)

Standard error of the 
estimate

4.12 3.84 2.82

95% CI for proportion 19.7–36.5 15.3–31.0 19.5–30.9
95% CI for between-

regimen difference
−17.0 to 6.8

P valuea .4492
Discontinued due to adverse 

events, n (%)
17 (14.5) 11 (9.4) 28 (12.0)

Receiving concomitant memantineb

Discontinued due to any 
reason, n (%)

18 (30.0) 12 (20.0) 30 (25.0)

Standard error of the estimate 5.92 5.16 3.95
95% CI for proportion 19.2–43.4 11.2–32.7 17.7–33.9
95% CI for between-regimen 

difference
−27.1 to 7.1

P valuea .2918
Not receiving concomitant memantinec

Discontinued due to any 
reason, n (%)

14 (24.6) 14 (24.6) 28 (24.6)

Standard error of the estimate 5.70 5.70 4.03
95% CI for proportion 14.5–38.0 14.5–38.0 17.2–33.7
95% CI for between-regimen 

difference
−17.6 to 17.6

P valuea 1.0000
aP values are from Fisher exact test.
bImmediate-switch group: n = 60, delayed-switch group: n = 60, and total: 

n = 120.
cImmediate-switch group: n = 57, delayed-switch group: n = 57, and total: 

n = 114.

Table 4. Adverse Event Rates Reported (≥ 5% of patients in 
any treatment group) During the 25-Week Core and Extension 
Phases Combined (safety population)a

Variable

Immediate- 
Switch Group 

(n = 131)

Delayed- 
Switch Group 

(n = 130)
Total  

(N = 261)
Any adverse eventb 96 (73.3) 88 (67.7) 184 (70.5)
Application site reaction 17 (13.0) 23 (17.7) 40 (15.3)
Agitation 8 (6.1) 10 (7.7) 18 (6.9)
Fall 7 (5.3) 6 (4.6) 13 (5.0)
Urinary tract infection 7 (5.3) 4 (3.1) 11 (4.2)
Vomiting 7 (5.3) 4 (3.1) 11 (4.2)
Depression 4 (3.1) 7 (5.4) 11 (4.2)
Confusional state 7 (5.3) 4 (3.1) 11 (4.2)
Nausea 9 (6.9) 1 (0.8) 10 (3.8)
Anxiety 3 (2.3) 7 (5.4) 10 (3.8)
Constipation 0 (0.0) 7 (5.4) 7 (2.7)
aData are presented as n (%).
bP value = .3443 (Fisher exact test).
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were reported for the items “administration” (–0.1; 
95% CI, –0.18 to –0.02; P = .012), “overall convenience” 
(–0.5; 95% CI, –0.80 to –0.11; P = .010), and “ease of 
use” (–0.6; 95% CI, –0.94 to –0.34; P < .001) but not for 
“skipped/delayed doses” (0.0; 95% CI, –0.16 to 0.09; 
P = .552), “time required to administer” (0.0; 95% CI, 
–0.10 to 0.18; P = .564), “overall compliance” (–0.1; 
95% CI, –0.32 to 0.13; P = .403), or “satisfaction with 
medication” (0.0; 95% CI, –0.50 to 0.41; P = .847), which 
showed no change from baseline. Overall, the pattern 
of changes was consistent in both groups except for 
“overall convenience,” which showed improvement 
(–0.9; 95% CI, –1.34 to –0.46; P < .001) in the delayed-
switch group versus no change in the immediate-switch 
group (0.0; 95% CI, –0.49 to 0.57; P = .875).

DISCUSSION

Results from this 20-week, open-label extension 
phase demonstrate favorable safety and tolerability for 
the rivastigmine transdermal patch in patients switching 
from donepezil tablets. The safety data shown here extend 
results of the core phase and provide evidence that the 
majority of patients receiving stable donepezil tablets 
(or a combination of donepezil and memantine) may be 
switched safely to the rivastigmine transdermal patch.15

In addition, this study suggests that patients may be 
maintained on the rivastigmine transdermal patch for up 
to 25 weeks. Overall, the GI AEs commonly associated 
with ChEI therapy were low in this long-term study, 
with only 10 (3.8%) and 11 (4.2%) patients experiencing 
nausea and vomiting, respectively, over the course of the 
study. Slightly more patients experienced nausea in the 
immediate-switch group than in the delayed-switch group 
(6.9% and 0.8%, respectively), although this did not cause 
discontinuations during the long-term extension phase.

About 15% of the study population experienced 
application site reactions. These findings are consistent 
with earlier results from a 6-month, placebo-controlled 
trial conducted previously with the 10-cm2 patch.13,14 
In that study, skin reactions were not classified as 
AEs but were instead rated with a special scale at 
each visit. Overall, 89.6% of patients were rated 
as having no, slight, or mild skin irritation.

In this trial, less than 5% of patients discontinued 
from the trial because of application site reactions. 
This too is similar to the 6-month placebo-controlled 
trial,13,14 suggesting that skin irritation is not a 
significant tolerability concern. In clinical practice, 
there are a number of management strategies that 
may help to reduce the occurrence of these reactions, 
such as gentle removal of the patch, use of oil-based 
soaps and moisturizers to remove excess adhesive 
and to maintain skin healthiness, and placing 
patches as far apart from each other as possible.

There was no significant difference in safety outcomes 
between the 2 switching treatment groups; both switching 
strategies were associated with similar discontinuation 
rates for any reason or because of AEs, and the rates of 
both severe and serious AEs were also similar between 
the treatment groups. Thus, the results suggest that 
delaying the treatment switch does not impact the safety 
of treatment over a 25-week period. These findings 
support those from previous studies evaluating the switch 
from donepezil tablets to rivastigmine capsules.6,8

Although the safety of switching from donepezil 
pills to rivastigmine patches was demonstrated in this 
analysis, whether or not patients benefit from switching 
to rivastigmine was not the focus of this investigation—
this analysis was not intended to directly compare 
rivastigmine with donepezil. However, cognition, 
behavior, and global patient function were maintained 
over the 25-week period in both treatment groups. The 
CGI-C scores demonstrate that global function was 
maintained in the majority of patients, and neither MMSE 
nor NPI scores deteriorated in this long-term analysis. 
Activities of daily living, as assessed by ADCS-ADL 
scores, showed statistically significant decline at week 25. 
Such deterioration is not unexpected over this period.

Overall, there was a numerical advantage suggesting 
that more caregivers preferred the rivastigmine 
patch compared with the previous pill medication 
(55% vs 45%), although the 95% CI did not exceed 
a prespecified preference level. The patch was 
associated with statistically significant improvements 
in terms of “administration,” “overall convenience,” 
and “ease of use,” as assessed by the ADCPQ.

A potential limitation of the study is that efficacy 
variables were not assessed during the core phase; 
furthermore, since the patient population included 
patients with both mild and moderate disease, it would 
have included patients with differing rates of disease 
progression. Other potential limitations of this study 
include the open-label nature of the study design 
and the lack of direct comparisons with rivastigmine 
capsules or placebo; although the lack of a third study 
arm may limit the scientific impact of the findings from 
this study, not having the arm considerably assisted 
the feasibility of conducting this particular study.

CONCLUSION

The results of this 20-week extension phase suggest 
that the majority of patients receiving donepezil tablets 
can be safely switched to rivastigmine transdermal 
patches without a withdrawal period. In addition, the 
efficacy data from this study suggest that rivastigmine 
transdermal patches maintain global and cognitive 
function and behavioral outcomes, while activities 
of daily living worsened modestly at week 25. Thus, 
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rivastigmine transdermal patches may provide physicians 
with a treatment option for patients who require a change 
in their current oral ChEI therapy owing to safety or 
tolerability concerns or a lack of therapeutic efficacy.
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