
with dementia. The present study aimed to evaluate effect of acetyl-
cholinesterase inhibitor (AchEI) therapy on nutritional status and
appetite in elderly.Methods:Newly diagnosed patients with demen-
tia, who underwent comprehensive geriatric assessment (CGA) and
followed at regular intervals, were retrospectively evaluated. A to-
tal of 116 patients, who began to receive AchEI therapy and have
completed 6-month follow-up period under this treatment, were
enrolled in the study. Results: The mean age of the patients was
78.068.9 years. There was no significant difference between base-
line and 6-month BMI, weight and MNA scores of dementia pa-
tients that received AchEI therapy (p>0.05). With regard to the
relation between changes in BMI, weight and MNA on the 6th

month versus baseline and donepezil, rivastigmine and galantamine
therapies; no difference was determined between these changes and
the type of AchEI (p>0.05). However, a change in favor of
improvement was observed in appetite (kappa: 0.377). With regard
to the relation between appetite and each of AchEIs, it was deter-
mined that donepezil and galantamine therapies did not signifi-
cantly influenced appetite, but rivastigmine patch improved the
appetite (p <0.05). Conclusions:AchEI therapy has no unfavorable
effect on nutritional status in elderly, but appetite is likely to be
improved in those treated with rivastigmine patch.
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Background: There are many nonpharmacological interventions
proven to be effective in improving cognition, behaviors or function
of dementia patients. We developed the Multimodal Cognitive
Enhancement Therapy (MCET) that consists of cognitive trainings,
cognitive stimulations, reality orientation, physical therapy, remi-
niscence therapy, and music therapy, and evaluated its’ efficacy.
Methods:This study was a multi-center, double-blind, randomized,
placebo-controlled, two-period cross-over study (8 weeks of treat-
ment separated by one wash-out period of 4 weeks). Sixty four par-
ticipants with mild cognitive impairment (MCI) or dementia whose
Clinical Dementia Rating (CDR) was 0.5 or 1 were allocated to the
active therapy (MCET) group or the placebo (mock-therapy) group,

and 54 completed the study. Diagnoses of MCI and dementia were
made according to the International Working Group on MCI
criteria and the Diagnostic and Statistical manual of Mental Disor-
ders, 4th Edition (DSM-IV) criteria, respectively. Primary outcome
measures were the Mini Mental State Examination (MMSE) and
Alzheimer’s Disease Assessment Scale-Cognitive Subscale
(ADAS-Cog). Secondary outcome measures were the Subjective
Memory Complaints Questionnaire (SMCQ), Revised Memory
and Behavior Problems Checklist (RMBPC), Geriatric Depression
Scale (GDS), Disability Assessment for Dementia (DAD) and
Quality of Life-Alzheimer’s Disease (QoL-AD). All measures
were administered at baseline, week 9 and week 21. Results: The
MCET was more effective in improving the MMSE score (effect
size 0.48, p¼0.009), ADAS-cog (effect size 0.35, p¼0.040),
RMBPC positive items (Effect size 0.41, p¼0.021), RMBPC fre-
quency score (effect size 0.37, p¼0.039) and QoL-AD (effect
size 0.38, p¼0.038). Conclusions: The results suggested that the
MCET may be effective in improving cognition, behavioral and
psychological symptoms, and quality of life of the people with
MCI or early stage dementia.
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Background:Alpha BRAIN! (AB) is a nootropic supplement that
purports to enhance cognitive functioning. Several of the naturally
occurring compounds in AB have cholinesterase inhibiting proper-
ties and could prove beneficial in individuals with subjective mem-
ory complains or objective cognitive impairment due to
Alzheimer’s disease or other cognitive disorders. This study inves-
tigated the effects of AB on ERP and EEG cognitive measures in
healthy adults. Methods:Twenty subjects between 18 and 35 years
were recruited into the ERP/EEG study from a larger study partici-
pating in an eight-week, randomized, double-blind, placebo
controlled trial of AB. All subjects were administered an EEG/
ERP test at baseline, after acute treatment, and at the end of the
study using an integrated hardware/software system for data
collection and analysis. The testing protocol consisted of a two-
deviant auditory oddball paradigm followed by 3min of resting
EEG. Results: Statistical analysis revealed a significant decrease
in P3a and P3b latency in the AB! group compared to placebo.
Post-hoc analyses showed a significantly shorter latency for both
measures after acute administration of AB!, suggesting increased
attention and classification speed in this group of subjects. More-
over, ANOVA with repeated measures showed a significant effect
of treatment on P3a amplitude over time, suggesting a positive ef-
fect of AB on executive function. While statistical comparisons for
P3b amplitude showed no significant effects, a sub analysis limited
to the frontal electrodes showed a significant increase in P3b ampli-
tude in the treatment group, suggesting an increase in amount of
attentional resources allocated to the stimulus after AB. Finally,
comparison of Peak Alpha Frequency (PAF) in Placebo vs. AB
groups showed a significant increase in PAF after repeated treat-
ment administration. This EEG measure is directly correlated
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with processing speed and performance in a number of cognitive
tasks, and it has been found to decreasewith age.Conclusions:While
preliminary, subjects randomized to the AB group demonstrated
beneficial effects on cognitive performance in both ERP and EEG
tests. Effects of AB on ERP/EEG appear similar to other cholin-
esterase inhibiting compounds that are used in patients with
cognitive dysfunction due to Alzheimer’s disease and other
cognitive disorders.
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Background:Cholinesterase inhibitors (ChEIs) remain the therapeu-
tic mainstay for patients with dementia of the Alzheimer’s type
(DAT) despite their small effect size, dose-limiting adverse events
(AEs), and the need for prolonged dose titration. PET imaging
studies indicate that ChEIs given at their maximum tolerable
dose (MTD) inhibit the target enzyme in brain by only about
30%, while animal model and clinical trial results suggest that
higher ChEI doses confer proportionately greater cognitive benefit.
Methods:Four phase I single-blind, placebo-controlled, cross-over,
dose-escalation studies of ChEIs to MTD or protocol limit have
been conducted to begin evaluation of the hypothesis that co-
administration of an anticholinergic or an antiemetic to attenuate
dose-limiting AEs will enable the safe and tolerable use of higher
ChEI doses and thus potentially improve their antidementia effi-
cacy. Dose increments occurred on a daily or every other day basis.
Additionally, a Phase II trial of similar design with ADAS-cogmea-
sures in 24 moderate DAT patients is nearing completion. Results:
Co-administration of single oral rivastigmine doses (to 24 mg/
day) with an anticholinergic (trospium 40 mg/day) or of trans-
dermal rivastigmine (to 27.6 mg/day release given as six 5 cm2

patches) with either a transdermal anticholinergic (oxybutynin at
3.9 mg/day release) or an oral antiemetic (ondansetron at 8 mg
every 6 hours) reduced group AE frequency compared to the
ChEI given with placebo by 79 to 94%, enabling meanMTDs to in-
crease by 1.5 and 3.4 fold and mean peak plasma concentrations to
increase by up to 4.4 fold (all p< .05). The oral admin of donepezil
(to 40 mg/day) to 6 healthy volunteers and thus far to 8 DAT pa-
tients with an anticholinergic (solifenacin 10 or 15 mg/day, respec-
tively) has resulted in group AE reductions ranging from 63 to over
90%, respectively, and mean ChEIMTDs to increase by 1.7 and 3.6
fold and mean peak plasma concentration increments of 2.6 and 3.4
fold, respectively (all p < .05). No new treatment emergent AEs or
laboratory abnormalities occurred.Conclusions:Attenuating AEs by
anticholinergic or antiemetic co-administration enables substantial
ChEI dose increases in healthy volunteers and DAT patients and
should thus improve their antidementia efficacy.

Figure. Kalpan-Meier plot of the MTD of transdermal rivastigmine co-
administered with either a transdermal placebo, oral ondansetron (8 mg
every 8 hours), or transdermal oxybutynin (3.9 mg/day release) to 6 healthy
male volunteers. Rivastigmine doses were raised every other day to MTD or
the protocol limit of 27.6 mg/day release (six 5 cm2 patches). Light blue ver-
tical baar represents the modal dose of trasdermally administered rivastig-
mine given DAT patients.
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