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BackgroundBackground

Acetylcholinesterase inhibitors (AChE-I) are 
currently indicated for the symptomatic treatment 
of cognitive decline associated with Alzheimer’s 
disease (AD)
Four FDA approved AChE-I
– Tacrine-1993
– Donepezil-1996
– Rivastigmine-2000
– Galantamine-2001

Agents provide similar efficacy, yet  differ in 
tolerability and pharmacokinetic properties

Ferris SH.  Clinical Therapeutics 2001; 23(Supp. A): A3Ferris SH.  Clinical Therapeutics 2001; 23(Supp. A): A3--77



BackgroundBackground

Lexington Veterans Affairs Medical Center (LVAMC) 
offered donepezil as its formulary preferred AChE-I 
until Spring 2004 when it was replaced with 
galantamine  
In March 2005, the Pharmacy & Therapeutics 
Committee and the Clinical Education Board of the 
LVAMC approved a formulary therapeutic 
substitution of galantamine for donepezil in patients 
who were being maintained on donepezil
To ensure an optimal transition of medication 
therapy, patients were followed by clinical 
pharmacists in a pharmacotherapy clinic



MethodsMethods

Patients assessed for conversion upon Patients assessed for conversion upon 
refill requestrefill request
Patients assessed for eligibilityPatients assessed for eligibility
–– previous galantamine failureprevious galantamine failure
–– allergy to galantamineallergy to galantamine
–– renal insufficiencyrenal insufficiency

Scheduled for baseline appointmentScheduled for baseline appointment



MethodsMethods

Patients were initially converted according to the galantamine 
prescribing information (Phase I) 

Baseline on donepezil    3-day washout Initiation of galantamine      Week 2            Week 4    Week 8

MMSE, ADCS-ADLI, ADE
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MMSE, ADCS-ADLI, ADE

MMSE= Mini Mental State Exam, ADCS-ADLI= Alzheimer's Disease Cooperative Study-Activities of Daily Living Inventory,  ADE= 
Adverse Drug Events



MethodsMethods

Interim assessment Interim assessment 
–– tolerabilitytolerability
–– efficacyefficacy

Given risk of cognitive decline with Given risk of cognitive decline with 
slow titration, clinical pharmacy team slow titration, clinical pharmacy team 
decided to escalate the titration decided to escalate the titration 
scheduleschedule



MethodsMethods

Phase II of the conversion utilized an accelerated dosing Phase II of the conversion utilized an accelerated dosing 
escalationescalation

Baseline on donepezil     Initiation of galantamine         Week 1                      Week 2                     Week 8    

MMSE, ADCS-ADLI, ADE MMSE, ADCS-ADLI, ADE
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MMSE= Mini Mental State Exam, ADCS-ADLI= Alzheimer's Disease Cooperative Study-Activities of Daily Living Inventory,  ADE= 
Adverse Drug Events



ObjectiveObjective

Evaluate the tolerability of two Evaluate the tolerability of two 
titration strategies of galantamine in titration strategies of galantamine in 
patients being converted from patients being converted from 
donepezil therapydonepezil therapy



Statistical AnalysisStatistical Analysis

Chi squared tests were used to determine 
differences in demographics and adverse 
effect scores between Phase I and Phase II 
subjects
An odds ratio was calculated to determine 
differences in discontinuation rates between 
subjects in Phase I and Phase II



Patient DemographicsPatient Demographics

One hundred thirty-one of 177 patients stable on 
donepezil were eligible for conversion to 
galantamine (74%)
– Five patients were lost to follow-up after conversion
– One hundred twenty-six patients evaluated
– 68 in Phase I
– 58 in Phase II

At the conclusion of the eight-week follow-up 
period, 99/126 (76%) of those patients who were 
converted to galantamine remained on the 
medication



Patient DemographicsPatient Demographics

45 (78%)45 (78%)
53 (91%)53 (91%)
46 (79%)46 (79%)

61 (95%)61 (95%)
54 (84%)54 (84%)
59 (92%)59 (92%)

Baseline Adverse Baseline Adverse 
Effects Effects 
(none (none -- a little)a little)
NauseaNausea
DiarrheaDiarrhea
AppetiteAppetite

48.78 48.78 ±± 17.0917.0946.70 46.70 ±± 20.5620.56Baseline ADCSBaseline ADCS--ADLADL

22.58 22.58 ±± 5.675.6721.57 21.57 ±± 6.256.25Baseline MMSEBaseline MMSE

58 (100%)58 (100%)66 (97%)66 (97%)
Gender Gender 
MaleMale

Phase IIPhase II
(n=58)(n=58)

Phase IPhase I
(n=68)(n=68)



Patient DemographicsPatient Demographics

Alzheimer's disease
Memory loss/mild cognitive impairment
Dementia NOS
Vascular
Presenile/senile
Organic brain syndrome
Other

37%

24%

20%

6%

4% 3% 6%



Galantamine TolerabilityGalantamine Tolerability
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OR=0.75 [0.17-3.35]



ResultsResults

Reasons for discontinuationReasons for discontinuation
–– nauseanausea (n=6) (n=6) 
–– diarrhea diarrhea (n=5)(n=5)
–– loss of appetite loss of appetite (n=3)(n=3)
–– mood/personality change (n=2)mood/personality change (n=2)
–– dizziness (n=1)dizziness (n=1)
–– hallucinations (n=1)hallucinations (n=1)
–– increased symptoms associated with GERD increased symptoms associated with GERD 

(n=1)(n=1)



Study LimitationsStudy Limitations

Small sample sizeSmall sample size
Concomitant medicationsConcomitant medications
Patient populationPatient population



ConclusionConclusion

Patients previously treated with Patients previously treated with 
donepezil tolerated a galantamine donepezil tolerated a galantamine 
titration which was accelerated titration which was accelerated 
compared to the regimen suggested in compared to the regimen suggested in 
the galantamine product informationthe galantamine product information
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