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Medical management of Alzheimer’s disease patients involves drugs that temporarily relieve or stabilize symptoms, or lessen
the expected decline in cognition, function, and behaviour, but ultimately fail to halt progression of the disease. Commonly
used agents in the management of early- to mid-stage dementias—albeit with modest outcomes—are the cholinesterase
inhibitors (ChEIs). Antipsychotics have been used with mixed success to treat psychiatric symptoms that occur in 30-60% of
patients with moderate-to-severe AD. In the terminal stages of dementia, palliation of symptoms and a focus on comfort care
is important. Management of pain and relief from depression and anxiety are useful.
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Introduction
Dementia is a growing global health problem. Worldwide, 18
million people have dementia! and approximately 60-70%
of adults aged 65 and over with dementia have Alzheimer’s
disease (AD).3 Other common dementias include Lewy body
dementia (DLB) and vascular dementia (VaD), and many
patients have more than one form of dementia.

About four million people in the U.S., most of whom are
65 or older, have AD.2 An estimated 420,000 Canadians over
age 65 (or 8% of all seniors) have AD or a related dementia
(NACA, 2005:2.1/2). Though the prevalence of AD doubles
every five years after age 65 in the U.S,, little is known about
the pathophysiology and medical management of this dis-
ease. At best, we can treat AD patients with drugs that relieve
some of the symptoms but fail to halt progression of the dis-
ease.!

Advanced Dementia

Symptoms of the advanced dementias are similar,® and in
many cases it is difficult to distinguish between the different
types. Patients have significant impairment of language skills
with little meaningful speech; some of them become mute. It
is common in the U.S. to place the older patient with
advanced dementia in a long-term care facility, as she/he has

difficulty with even the most basic activities of daily living
(ADL). Many patients are unable to feed themselves and are
incontinent of bladder and bowel. They become wheelchair
bound and may become bed bound. Patients with advanced
dementia have much comorbidity, such as malnutrition, pres-
sure ulcers, and frequent urinary tract and pulmonary infec-
tions. Seizures may also be seen in late-stage dementia.?

Pharmacological Management of Dementia
Mild-to-Moderate Dementia

Commonly used agents in the treatment of primary symp-
toms of early- to mid-stage dementias—albeit with modest
outcomes—are the cholinesterase inhibitors (ChEIs). At early
stages of the disease, ChEISs act to improve or stabilize cogni-
tive function and delay symptom progression by preventing
the hydrolysis of acetylcholine (ACh) in the synaptic cleft.
These agents do little to protect cholinergic neurons from cell
death, though, and as the disease progresses and endogenous
ACh levels decline, ChEIs become less effective. Second-gen-
eration ChEIs have been approved for the treatment of mild-
to-moderate AD.

Cholinesterase inhibitors have shown some efficacy in
forms of dementias other than AD. Galantamine, for example,
has been shown to be effective in managing DLB.* Rivastig-
mine has been shown to improve cognition and behaviour in
DLB,’ as has donepezil in a small number of patients.®

The ChEIs are also effective in managing VaD. Donepezil
has been reported to be efficacious in cases of cortical vascu-
lar and subcortical vascular dementia.” It has been reported
to improve cognition, behaviours, and daily functioning,
rather than stabilize or prevent decline as in AD. Galantamine
has also been reported to be well tolerated and effective in
maintaining cognitive function (Table 1).
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Advanced Dementia

Many clinicians do not prescribe ChEIs for moderate-to-severe
dementia because of the perception that they do not have effi-
cacy in more severe AD.8 Clinicians also often discontinue
the use of ChEIs when their patients progress from the mod-
erate to moderate-to-severe stages. However, several studies
reported at an American Academy of Neurology (AAN) annu-
al meeting reveal a newer perspective. One study from McGill
Centre for Studies in Aging suggests that donepezil has clini-
cally significant efficacy for patients with moderate-to-severe
AD with Mini-Mental State Exam (MMSE) scores of 5-17.7 Sig-
nificant improvement, or less decline, in cognition occurred in
anumber of measures, including disability.

One controversial study found that at least one
cholinesterase inhibitor (donepezil) was probably not cost
effective and had minimal benefit to people with mild-to-
moderate AD.3 In the double-blind study, 565 community-
based residents were randomized to donepezil 5 mg/day or
placebo. Study endpoints were disease progression and
placement in long-term care. There were no differences
between the trial drug and placebo on the study endpoints.

Another report from the AAN meeting re-examined data
from several large studies.? The studies of patients treated
with rivastigmine or placebo found that rivastigmine effica-
cy was maintained in patients with mild, moderate, and
moderate-to-severe AD.

Switching ChElIs is a strategy for improving control of
symptoms in those patients who are intolerant of the initial
drug or for whom the drug has been ineffective. A publica-
tion from Gauthier e a1 reports that, according to the data
from a number of open-label studies, 50% of patients who lost
efficacy with donepezil and were switched to rivastigmine
responded to the second therapy. Further, tolerability prob-
lems with donepezil were not predictive of problems with
rivastigmine. Common side effects of ChEIs include nau-
sea, vomiting, diarrhea, loss of appetite, and, less often, sleep
disturbances and extrapyramidal symptoms.

Memantine, the newest drug available for AD, was
approved last year by the FDA and Health Canada for moder-
ate-to-severe AD (patients with an MMSE of 14 or below). It is
an NMDA receptor antagonist that acts as a partial receptor
blocker for the excitatory amino acid glutamate.!! Glutamate
normally regulates the movement of calcium into cells, which is
necessary for memory and learning. In AD, there are excessive
amounts of glutamate because there are fewer brain cells avail-
able to take in the calcium. Memantine does not stop progres-
sion of AD but, compared with placebo, it improves function,
cognition, and global scores in advanced dementia patients.!?

Combination therapy of memantine and a ChEI has been
evaluated in a study of 403 subjects.!® A randomized, double-
blind, placebo-controlled parallel group study of donepezil
plus memantine has been evaluated for efficacy and tolera-
bility in AD patients. Beneficial effects were observed when
combining memantine with a stable dose of donepezil

Table 1: Main Side Effects of Dementia Drugs'450

Drug Side Effects

Donepezil Gl upset,* sleep disturbances

Galantamine Gl upset—minimize by taking on a full
stomach

Rivastigmine Gl upset, weight loss, muscle weakness

Memantine** Agitation (less than with placebo),

dizziness, headache, constipation, confusion

*Gl upset includes nausea, vomiting, diarrhea
**Not to be used concurrently with other NMDA antagonists,
e.g., dextromethorphan, amantadine, ketamine

(5-10mg/ day) in moderate-to-severe AD patients. Further, the
combination was tolerated reasonably well; however, discon-
tinuations were higher in the placebo group (12.4%) compared
to memantine (7.4%) because of side effects. This combination
therapy seems to be a good approach to management of mod-
erate-to-severe AD. Long-term effects of combination therapy
are unknown. However, this is the focus of an open-label exten-
sion of the study described above!® and other trials.

Dosing Guidelines in Dementia Management

In the case of the older patient first seen in the moderate
stages of dementia, a ChEI may be initiated and some bene-
fits may be noted. However, as the illness progresses and
behavioural symptoms occur that are no longer managed by
the ChEI alone, memantine may provide improvement in
cognition, daily functioning, clinical global status, and behav-
iour?! Dosing recommendations and titration for moderate-
to-severe dementia management are listed in Table 2.

Alternative Medications

A number of other medications, herbals, and nutraceuticals
have been tried and tested in AD research.* Among these are
estrogens, Ginkgo biloba, nonsteroidal anti-inflammatory drugs
(NSAIDs), and antioxidants. None are thought to be useful in
advanced dementia and are therefore not recommended here.

One nutraceutical, however—Huperzine A, a naturally
occurring ChEI with antioxidant and neuroprotective prop-
erties—is currently being studied in an RCT by the National
Institute for Aging.!> The study included subjects with mild
to severe dementia who are still able to swallow medication.

An extract from the plant Salvia officinalis has been test-
ed in treatment of moderate AD.'® The herb has been used
for centuries to modulate mood and cognitive performance.
Compared to placebo, Salvia had significantly better out-
comes on cognitive function in this trial of 42 subjects.

There are a number of drugs that are commonly pre-
scribed that have anticholinergic effects and should be avoid-
ed with AD therapy (Table 3).
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Table 2: Dosing and Titration Recommendations for Management of Moderate-to-Severe Dementia

Drug Starting Dose  Titration Interval Usual Dosage Range
Donepezil * 5mg q.h.s. 4-6 weeks; 5mg increase per titration (q 4—6 weeks) hs 10mg g.h.s.
(with/without food)
Galantamine  4mg b.i.d. 4—6 weeks; 4mg b.i.d. per titration with a.m. and evening meals 12mg b.i.d.
Rivastigmine 1.5mg b.i.d. 2-4 weeks; 1.5mg per titration with a.m. and evening meals 6mg b.i.d. max dose
9.4mg, usual dose
Memantine 5mg/day min.1-week intervals; 5mg per titration; give b.i.d.. Then, next 5-20 mg/day

titration, give 5mg and 10mg as separate doses; then 10mg b.i.d.

* when switching within a class of drugs here, no washout is necessary

Sources: Hsiung GR, Feldman H, 2004; www.aricept.com; www.exelon.com; www.reminyl.com; Alzheimer’s disease medications fact sheet. ADEAR (Alzheimer's
Disease Education and Referral Center, NIA. www.alzheimers.org/pubs/medications.htm. Retrieved 12/27/04.

Treating Behavioural Symptoms in Dementias
Dementia, especially in the moderate-to-severe stages, is
often the cause of long-term care placement. Behaviours that
are unmanageable by the family are more easily managed in
the protective setting of the long-term care facility. Behav-
ioural disturbances are seen in as many as 40-95% of long-
term care facility residents.??

Psychotic symptoms occur in 30-60% of those with AD.23
Not only is there increased cognitive impairment in these
patients but the decline in cognitive ability is more rapid. Two
subtypes of patients have been identified: one with halluci-
nations and misidentifications, the other with persecutory
(paranoid) delusions. Patients with the former subtype are
significantly more impaired than the latter or those with AD
without psychosis.

Psychosis is similar in each type of dementia in its late
stages. However, the profile of delusions and hallucinations
is different from that seen in schizophrenia.?*

Agitation is a symptom that clinicians use to provide a
rationale for treatment with medications. It is a term that can
mean many things and is probably best described in more
specific terms when considering pharmacologic manage-
ment. It is easier to evaluate the effect of a drug given for agi-
tation when you have specific symptoms (often labelled as
agitation) that you wish to suppress and can monitor (Table
4). These symptoms have all been observed in 60-98% of
dementia patients.?®

Typical Antipsychotics

Antipsychotics, in general, are used in 50-75% of all long-
term care residents.?? While a growing number of
antipsychotics are prescribed, there are nevertheless
many unanswered questions about the appropriateness,
safety, and efficacy of these agents in older patients. Cur-
rently, there is a paucity of good quality research on

antipsychotic drug use in older people. Towards address-
ing these concerns, an expert panel recently consolidat-
ed recommendations for the use of antipsychotic agents
in patients 65 years of age and older.?® According to the
physicians surveyed in the study, these agents are com-
monly used to manage the behavioural and psychologi-
cal symptoms of dementia, but newer atypical
antipsychotic therapies are generally believed to have
better efficacy and adverse event profiles than typical
antipsychotic drugs.

Sink ef 212> conducted a systematic review of random-
ized controlled trials (RCTs) completed between 1996 and
2004 involving typical antipsychotics and found no clear evi-
dence that these drugs are useful for treating psychotic symp-
toms in patients with dementia. Moreover, there was no
difference in efficacy observed among specific agents.
Adpverse effects (extrapyramidal symptoms and somnolence)
were common.

For dementia with coexisting parkinsonism, the typical
antipsychotics have been demonstrated to worsen parkin-
sonian symptoms.?” They are also associated with severe
extrapyramidal reactions in some types of dementia.

Table 3: Medications with Anticholinergic Effects to
Be Avoided in Dementia Management

Warfarin Ranitidine Furosemide
Digoxin Codeine Dipyridamole
Theophylline Cimetadine Isosorbide
Captopril Dyazide (triamterene & hctz)

Source: Tune L, 2001.%
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Pharmacological Treatment Strategies for Dementia

e

Cholinesterase inhibitors stabilize cognitive function
by preventing the hydrolysis of ACh (Galantamine,
Donepezil, and Rivastigmine) and BuCh (Rivastigmine)
in the synaptic cleft through allosteric binding to the
nicotinic receptor, thereby increasing the
concentration of ACh in the brain.
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Table 4: Symptoms Commonly Described as Agitation

Physical Verbal

Biting Screaming
Hand-wringing Obscenities
Kicking Threats

Spitting Accusations
Hitting Complaining
Grabbing Name-calling
Scratching Attention-seeking
Pacing

Source: Jackson-Siegal J, 2004.52

Atypical Antipsychotics

Atypical antipsychotics have not been approved by the FDA
for use in psychosis in dementia. Further, they have not been
demonstrated to be superior to other antipsychotics in the
treatment of older patients with dementia;”® however, there
is less risk of extrapyramidal symptoms and anticholinergic
toxicity (except with clozapine) with the atypical antipsy-
chotics.

Sink et al. reviewed evidence for atypical antipsychotics
and found a modest but statistically significant beneficial
effect of risperidone (lmg/day) and olanzapine
(5-10mg/day), and minimal adverse effects at lower doses.?>
There is a dearth of trial data on the atypicals olanzapine and
clozapine. Furthermore, the review found no RCTs compar-
ing efficacy of typical and atypical antipsychotics. Potential
adverse effects with the atypical antipsychotics (Table 5) need
to be discussed with patients and caregivers prior to starting
adrug.

Head-to-head trials to compare the efficacy of atypicals
have not been conducted.? The practitioner should determine
the side effect profiles of the considered drugs and match them
to the patient’s symptoms and comorbidities. An expert con-
sensus guideline was published in 2004 for antipsychotic
agents in older adults.?¢ The panel’s first-line choice for agitat-
ed dementia with delusions was risperidone 0.5-2.0mg/ day.
Second choice was quetiapine 50-150mg/day and olanzapine
5.0-7.6mg/day (Table 6). When there is a history of side effects
with antipsychotic therapy such as EPS, quetiapine is the pre-
ferred atypical. Quetiapine is presently being tested in an NIA
study for dementia in Parkinson’s disease. To date, the effica-
cy and tolerability of atypical antipsychotics have not been test-
ed in older patients with primary dementia with coexisting
parkinsonism.?”

Divalproex has been studied for treatment of agitation
associated with dementia.?? In this study there were only
mild side effects, and there was a moderate improvement in

agitation compared to placebo. Valproate is presently being
studied in an NIA clinical trial to determine if valproate ther-
apy can delay the emergence of agitation and/or psychosis
in individuals with probable AD who have not experienced
agitation and psychosis as part of their dementia.® The study
will also assess the tolerability and safety of low-dose, long-
term valproate therapy. Valproate is of potential usefulness
because of its possible symptomatic efficacy for agitation, its
known safety profile, and its probable neuroprotective poten-
tial in AD.

Gabapentin has been evaluated for treatment of agita-
tion in dementia. One retrospective study revealed signifi-
cant symptom improvement in 17 of 22 subjects, some
improvement in four subjects, and no improvement in one.?!
Two patients discontinued the drug due to sedation. There
were no other side effects noted.

In acute psychotic agitation, oral medications are diffi-
cult to deliver. Intramuscular ziprasidone, an atypical
antipsychotic, is an atypical available in intramuscular (IM)
formulation.3? This medication has demonstrated control of
acute agitation within minutes and improvement is main-
tained for nearly four hours. There is a low incidence of EPS
and low sedation. Olanzapine is also available in IM formu-
lation and a review found it to be comparable to haloperi-
dol or lorazepam monotherapy in managing acute agitation
of dementia.?3 Olanzapine has fewer side effects than IM
haloperidol.

The psychiatric symptoms associated with Parkinson’s
disease (PD) include depression, anxiety, cognitive impair-
ment, apathy, hallucinations, delusions, manic symptoms,
and delirium.3 In addition to regulating the PD medications

Table 5: Adverse Effects of Atypical Antipsychotics

Drug Adverse Effect
Risperidone — Cerebrovascular events: 3.8% vs.
1.5% in placebo*
— TIAs, stroke
— Ischemia
Olanzapine — Cerebrovascular events: 1.3% vs.
0.4% in placebo™*
— Mortality rate increase: 3.5% vs.
1.5% in placebo
Quietapine Somnolence ***
Avripiprazole Somnolence ****

*2003 Safety Alert—Risperdal (risperidone)

**2004 Safety Alert—Zyprexa (olanzapine)

***Tariot P, Schneider L, Katz | et al. Quietapine in nursing home residents with
Alzheimer's dementia and psychosis. Am J Geriatr Psychiatry 2002;10(1 Suppl):S93.
****DeDeyn P. Aripiprazole treatment for psychosis in patients with Alzheimer's dis-
ease. Poster: Am Assoc Geriatr Psychiatry Annual Meeting, Honolulu, HI, Mar 2003.
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Table 6: Dosing and Titration Recommendations for
Atypical Antipsychotics

Drug Starting Dose Titration Time (Usual Range)
Risperidone  0.5mg/day 1-2mg/day
Olanzapine 2.5mg/day 5-10mg/day
Quetiapine 25mg/day 50-250mg/day
Aripiprazole  2.5-5 mg/day 5-10mg/day
Ziprasidone  n/a n/a

Source: Jackson-Siegal J, 2004.>

atypical antipsychotics often worsen the extrapyramidal
symptoms (EPS), with the exception of quetiapine and cloza-
pine. One open label study with risperidone in individuals
with PD observed few EPS.3% Depression, which is common
in early and advanced PD, is managed with the SSRIs (selec-
tive serotonin reuptake inhibitors).

Treatment of Sexual Disinhibition in Dementia

Gabapentin, an antiepileptic agent, has been tested in the
management of behavioural problems in older patients with
dementia, including agitation and aggression.3® The authors
have effectively managed three cases of patients with
gabapentin who had been exhibiting sexual disinhibition in
a long-term care.

Other Therapies for Agitation in Dementia

Transdermal nicotine has been used in select cases in an inpa-
tient geropsychiatry unit.?” Four patients were treated and a
beneficial response was noted.

There has been a surge in interest in recent years regarding
the use of nutraceuticals and herbals to manage many different
medical problems. Vitamin E is one of those nutraceuticals. One
report of a review of 19 studies looking at vitamin E and vita-
mins vs. placebo found that people who were taking >400
international units of vitamin E every day died at a higher rate
than those who did not take the supplements.® The NIH is cur-
rently studying the use of vitamin E for dementia.

Side Effects of Antipsychotic Drug Therapy

The side effects of conventional antipsychotics are well known.
They seem to be worse in older patients. Saltz &f ai. reviewed
side effects and found that, after one year of exposure to
antipsychotics, the incidence of tardive dyskinesia in younger
patients was about 5%, whereas in older adults it was 25%.%
After three years of treatment, the incidence was 15% in
younger patients and 43% in older adults—a striking contrast.

The side effects of antipsychotics include four major cate-
gories of movement/motor side effects: drug-induced parkin-
sonism, akathisia, dystonia, and tardive dyskinesia (Table 7).22

These side effects can compromise quality of life. The akathisia
is manifested by restlessness. The dystonia demonstrates
sustained muscle contractions. The most easily recognized is
tardive dyskinesia (TD), which involves involuntary body
movements such as lip smacking (hyperkinesias).

Management of the symptoms usually means lowering
the dose of the causative medication. Changing to an atypi-
cal antipsychotic or even discontinuing the drug is another
alternative. For managing the akathisia and dystonia, Saltz
recommends adding an anticholinergic agent in addition to
lowering the dose.??

Rarely, the older patient may have an acute reaction to the
antipsychotic even early in the therapy. Benztropine is used to
treat drug-induced parkinsonism, but should be used sparing-
ly as its anticholinergic side effects contribute to other prob-
lems.2

Akathisia disappears when the drug is discontinued or
the dose is lowered.?? Other treatments for this side effect
include benzodiazepines, low-dose propanolol, and cloni-
dine. All of these will have their own assortment of side
effects and should be slowly discontinued over 5-10 days.

Dystonia responds well to anticholinergics such as ben-
ztropine or diphenhydramine.?? IM administration is neces-
sary in an acute episode of sustained muscle contraction,
especially in an oculogyric crisis involving the eye muscles.

Tardive dyskinesia may not abate with discontinuation of
the drug.?? Older patients with a history of alcohol abuse, dia-
betes, or ECT are at greater risk. Management will include low-
ering or discontinuing the drug, or switching the drug to an
atypical antipsychotic. Older adults at greater risk for TD
should not be started on a conventional antipsychotic. Most
cases of TD in older patients are mild and not greatly disabling.
However, evaluation of the need for the antipsychotic should
be reviewed on a regular basis, usually every four to six months.

Issues with Atypical Antipsychotics

A possible diabetic effect was identified in antipsychotics
many years ago.> Disturbed glucose metabolism may be
even more of an issue now with the atypical antipsychotics.
A retrospective analysis of individuals taking olanzapine or
one of the typical antipsychotics revealed a higher random
plasma glucose level in the atypical group compared to the

Table 7: Parkinsonian Side Effects of Antipsychotic
Drugs

Drooling Micrographia
Seborrhea Bradykinesia
Increased muscle tone Tremors

Loss of spontaneity Postural instability

Source: Saltz et al. 2004.22
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conventional group (12.5% vs. 5.2% for glucose >160mg/dl,
5.4% vs. 1.7% for glucose >200mg/dl).

Drugs in this class seem to be associated with significant
risk of weight gain and disorders of glucose and lipid metabo-
lism.%0 There is risk of exacerbation of existing Type 1 or Type 2
diabetes, as well as new onset Type 2 diabetes and DKA with
antipsychotic use.?® Agents associated with greater risk of
weight gain, diabetes, and dyslipidemia are clozapine and olan-
zapine, while drugs with a reduced risk are aripiprazole and
ziprasidone. The American Diabetes Association recommends
that fasting plasma glucose, lipid levels, and blood pressure be
assessed within three months of initiation of antipsychotic drug
therapy:*! Plasma glucose levels should then be assessed annu-
ally. If the patient develops hyperglycemia, a diabetes man-
agement protocol should begin with consideration to switching
the antipsychotic to one less likely to have this effect.

Clozapine was the first atypical antipsychotic developed
and unique to other agents in its class. It is more effective than
placebo and conventional antipsychotics,*? its incidence of
extrapyramidal symptoms are as low as placebo, and those
who fail conventional antipsychotics often respond to cloza-
pine. However, its side effect profile (a risk of agranulocyto-
sis) limits its usefulness. It can still have a place in the
management of neurological disorders; specifically, psychosis
in dementia and parkinsonism with very close management.

Stopping Medications in Advanced Disease

That dementia is a terminal illness is not always recognized. The
length of time from diagnosis to death ranges from 4-6 years but
may extend to as long as 9-10 years.*3 In advanced dementia,
feeding difficulties often occur and the patient is often fitted with
a feeding tube. There is no evidence that this improves quality
of life or even prolongs life when compared to similar patients
who are not tube fed.* Further, tube feeding may worsen the
outcome. Patients may pull them out or the tube may become
clogged. Diarrhea is also a common problem.

Frequently, infection or other illness can cause more pro-
nounced losses in cognition and in functional abilities. There
is an abrupt increase in the life to death trajectory.

In the terminal stage, palliation of symptoms and a focus
on comfort care is important. Management of pain and relief
from depression and anxiety are useful. Many clinicians do
not recognize signs of pain. Demented patients are as likely
to suffer pain as other older patients with chronic disease.
Pain is often a cause of behavioural changes and recognizing
the signs of pain is imperative. Prevention of bedsores and
constipation is essential. Medications for dementia are no
longer useful at this stage. Whether antipsychotics are useful
at this time is unclear. There have been no studies that have
included this measure of comfort.*>

The Future

Research continues into the cause of AD and other dementias.
It is debatable whether the cause is one event or multiple

pathologies, though one report suggests that AD may be an
autoimmune disease.* A key finding has been the anomalous
presence of immunoglobulin (Ig) detection in the brain
parenchyma of AD patients. Specific neurons that showed
degenerative apoptotic features contained the vascular-derived
antibodies. This research suggests that the presence of antineu-
ronal antibodies, a finding that has been previously dismissed,
may have a pathological consequence when there is an impaired
blood-brain barrier (BBB) which occurs in age-related vascular
diseases. The impaired BBB would then allow the autoantibod-
ies access to specific targets in the brain, causing cell death. This
theory opens new avenues for pharmacological research. One
such study is a National Institute of Mental Health (NIMH) clin-
ical trial, which is presently recruiting patients.” It is evaluating
the effects of the drug cyclophosphamine on inflammation and
Immune responses in patients with AD.

Other dementia clinical trials at the NIMH presently
recruiting subjects include the use of high intensity light ther-
apy in AD; fish oil and alpha-lipoic acid; AD treatment with
CX516 (Ampalex); PREADVISE trial for prevention of AD
with vitamin E and selenium; the use of short-term statins
and NSAIDs; effects of anti-inflammatory drugs; cholesterol-
lowering; valproate in dementia (VALID); and huperzine A
treatment in AD. In all, there are 48 such studies presently in
the recruitment phase.*”

One study that was completed in October 2004, but is not
yet published, is the CATIE project (clinical antipsychotic tri-
als of intervention effectiveness). It is a study of antipsychotics
(risperidone, olanzapine, quetiapine) and citalopram for
managing hallucinations, delusions, or agitation in individ-
uals with AD.#

Another area of AD research is in ACE inhibitors. A prospec-
tive trial has been conducted in Japan in moderate AD patients,
excluding non-AD dementias.*’ The study showed benefit even
in patients with limited ADLs. There are problems with method-
ology in this study but other studies will be conducted.

At the present time, however, the slowing of cognitive
impairment and moderation of behavioural disturbances rep-
resent the best outcomes of the pharmacologic therapy for
dementia. O

No competing financial interests declared.
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