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agenda 

• Update on diagnosis 
– Amyloid PET scans 

– Blood test for Alzheimer’s 

• Update on treatment 
– Cholinesterase inhibitors – higher doses 

– Memantine-changes in manufacture 

– Vitamin E for preservation of ADLs 

– Depakote for symptom management 

– Prazosin for symptom management 

 

Diagnosis of dementia 
History, including collateral historian 
Examination, including mental status 
(Neuropsych if MMSE/MOCA/SLUMS is high) 

Rule out treatable causes of cognitive decline: 
  CBC, chem, B12, TSH 
  structural brain imaging (CT or MRI) 

Diagnosis of dementia 

Alzheimer’s         Vascular dementia         Lewy body         Frontotemporal 
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Imaging AD pathology in living patients 

Congo red                                                              Thioflavin S 

Imaging AD pathology in living patients 
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Imaging AD pathology in living patients 

• Florbetapir for PET scans was approved by the 
FDA April 2012 

• Flutemetamol also recently approved 
(October 2013) 

• CMS will not cover them, so no other 
insurance will cover them, including the VA 

 

FDA statement on amyloid imaging: 

• A negative florbetapir scan: 

• • indicates sparse to no neuritic plaques. 

• • is inconsistent with a neuropathological 
diagnosis of Alzheimer's disease at the time of 
image acquisition. 

• • reduces the likelihood that a patient's 
cognitive impairment is due to Alzheimer's 
disease. 

 
SOURCE INFORMATION 
From the Division of Medical Imaging Products (L.Y., D.R.), Office of New Drugs and the  
Office of Drug Evaluation IV (C.G.), Center for Drug Evaluation and Research, Food and Drug  
Administration, Silver Spring, MD. 
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FDA statement on amyloid imaging: 

• A positive florbetapir scan: 

• • indicates moderate to frequent amyloid 
neuritic plaques. 

• • may be observed in older people with 
normal cognition and in patients with various 
neurologic conditions, including Alzheimer's 
disease. 

 
SOURCE INFORMATION 
From the Division of Medical Imaging Products (L.Y., D.R.), Office of New Drugs and the  
Office of Drug Evaluation IV (C.G.), Center for Drug Evaluation and Research, Food and Drug  
Administration, Silver Spring, MD. 

FDA statement on amyloid imaging: 

• Important florbetapir scan limitations: 

• • A positive scan does not establish a 
diagnosis of Alzheimer's disease or other 
cognitive disorder. 

• • The scan has not been shown to be useful in 
predicting the development of dementia or 
any other neurologic condition, nor has 
usefulness been shown for monitoring 
responses to therapies. 

 
SOURCE INFORMATION 
From the Division of Medical Imaging Products (L.Y., D.R.), Office of New Drugs and the  
Office of Drug Evaluation IV (C.G.), Center for Drug Evaluation and Research, Food and Drug  
Administration, Silver Spring, MD. 
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Blood test for Alzheimer’s disease 

methods 

• Enrolled 525 individuals in a 5 year study 
• Divided into AD/MCI, Converters, Normal 

Controls 
• 74 were AD/MCI 

 
• in year 3, compared plasma metabolites in 53 

AD/MCI and 53 matched control subjects to 
identify differences 

• Then tested the hypothesis with 21 AD/MCI and 
21 matched controls 
 
 



April 4th, 2014 

Northwest PADRECC                             
Portland VA Medical Center  
www.parkinsons.va.gov/northwest 6 

Untargeted “LASSO” analysis: 

Targeted analysis: 
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Validation phase: 

Blood test for AD: conclusions 

• Promising initial results from unbiased 
metabolomics study. 

• Still a long way to a validated blood test for 
AD. 
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Update on dementia diagnosis: 

• New PET studies FDA-approved but not 
covered by insurance 

• Blood test results encouraging but very 
preliminary.   

 

• Dementia diagnosis continues to be highly 
dependent on history and exam. 

Review of dementia treatment: 
“cognitive enhancers” 

 

– Cholinesterase inhibitors: 

• Donepezil 

• Galantamine 

• Rivastigmine 

– NMDA antagonist 

• Memantine 

 

 



April 4th, 2014 

Northwest PADRECC                             
Portland VA Medical Center  
www.parkinsons.va.gov/northwest 10 

Review of cognitive enhancers 

MCI Mild-
moderate 
AD 

Moderate-
severe AD 

Cholinesterase 
inhibitors 

Optional  FDA 
approved 

FDA 
approved 

memantine Not 
approved 

Not 
approved 

FDA 
approved 

Update on treatment 

• Cholinesterase inhibitors-23 mg donepezil 

• Memantine 

• Vitamin E 

• Symptomatic treatments 
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18.6% on 23 mg discontinued due to adverse events compared to7.9 % on 10 mg 
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How does Aricept 23 compare to 10? 

• Marginally greater efficacy on cognition 

• No demonstration of benefit on global 
measures 

• More side effects 

• Higher cost 

• Not available in VA 
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Namenda/Memantine 

• Forest recently announced that they will no 
longer make the immediate-release tablets 
that have been the most commonly used 
form. 

• They will continue to make the oral solution 
and sustained release formulation. 

Treatment of dementia:  
beyond cognitive enhancers: 

• Vitamin E 

• Symptomatic therapies 

– Valproic acid 

– prazosin 
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VA patients with mild to moderate AD on stable dose of CEI  
randomized to one of four groups: 
 -placebo 
 -memantine 10 bid 
 -vitamin E 2000 IU per day 
 -memantine plus vitamin E 
Duration of intervention = 48 weeks 
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Groups were well matched on: 

• Age (about 78 years old) 

• Gender (96-98% male) 

• MMSE (about 20) 

• Cholinesterase inhibitors (all were on CEI, 65% 
donepezil, 30% galantamine, 5% rivastigmine) 
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VA  Vitamin E study conclusions: 

• Vitamin E associated with slowing of 
functional decline 

• No effect on cognitive measures 

• How does this compare with previous 
literature? 
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Vitamin E 

• No benefit in MCI 

• Questionable benefit in moderate AD 

• Modest effect on ADLs in veterans with mild-
moderate AD at 2000 IU per day 

• IOM recommends a maximum dose of 1000 IU 
per day. 
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Symptomatic therapy for AD 

• Depression 

• Sleep disturbance 

• Psychosis 

• Anxiety 

• Agitation 
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Symptomatic therapy for agitation 

• Antipsychotic agents 

–  associated with increased risk of mortality in 
dementia, “black box” warning in PDR, must be 
used with caution 

• Valproic acid 

–  is frequently used for agitation in dementia 

• Prazosin 

–  is being developed as an alternative 

MMSE=12-20 
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Valproic acid and dementia: summary 

• Cochrane review (2009) finds no evidence of 
efficacy of valproate for agitation in dementia. 

• Randomized clinical trial (2011) shows no 
evidence that valproic acid can prevent 
emergence of behavioral problems 

• Randomized clinical trial (2011) suggests 
valproic acid may accelerate rate of brain 
atrophy in AD. 
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Prazosin for agitation in AD 

• Developed by Drs Murray Raskind and Elaine 
Peskind at Puget Sound VA 

• Based on evidence that the ascending 
noradrenergic system is over-active in AD 

• Prazosin is an alpha-1 antagonist 

• Possible or probable AD 

• Score of 4 or more on the Brief Psychiatric Rating 
Scale in anxiety, tension, hostility, 
uncooperativeness, or excitement. 

• Randomized to placebo vs prazosin, titrated to 6 
mg per day  

• (with each dose increase requiring pre-dose 

systolic BP of ≥ 110) 
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Pilot trial of prazosin pilot 
 study population: 

characteristic Prazosin 
N=11 

Placebo 
N=11 

age 83.2±11.5 78.1±10.8 

MMSE 9.3±6.6 14±12 

Female/male 4/7 5/6 

Nursing 
home/communit
y dwelling 

6/5 6/5 

Pilot trial of prazosin-outcomes 

scale treatment Group mean 
change 

P value 

NPI prazosin -19 ± 21 0.012 

“ placebo -2 ± 15 

BPRS prazosin -9 ± 9 0.036 

“ placebo -3 ± 5 

CGIC prazosin 2.6 ± 1 0.011 

“ placebo 4.5 ± 1.6 
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Prazosin for dementia 

• Larger clinical trial under way in Seattle 

• Prazosin is available for open label use 

• The primary morbidity is hypotension 

Prazosin for dementia 

• Medication initiation and each dose increase 

requires systolic BP of ≥ 110: 

– 1 mg qhs x 3 days 

– 1 mg bid x 3 days 

– 1 mg qam, 2 mg qpm x 3 days 

– 2 mg bid x 3 days 

– 2 mg qam and 3 mg qpm x 3days 

– 3 mg bid 

 



April 4th, 2014 

Northwest PADRECC                             
Portland VA Medical Center  
www.parkinsons.va.gov/northwest 30 

Treatment of dementia: summary 

• Cholinesterase inhibitor: 23 mg donepezil 
does not have a significant role 

• Memantine: expect a change in formulation 

• Valproic acid: use with caution, if at all 

• Prazosin: consider for off-label use in agitated 
patients with sufficient blood pressure  

Any questions before moving on to the 
case discussion? 
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Case study 

• 70 year old man is brought in by his family 
with concerns about cognitive decline. 

• No functional decline reported by spouse, but 
he is repetitive even during the visit, 
reinforcing impression of memory decline. 

• MMSE=28/30 

• No significant medical hx, meds, or fam hx 

• Balance of general and neuro exams are 
unremarkable. 

Diagnosis update 

• Which test is most useful at this point? 

• A) amyloid PET scan 

• B) FDG PET scan 

• C) blood test for Alzheimer’s 

• D) neuropsychological assessment 
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Preferred answer: 

• D) neuropsychological assessment 

 

• This is the only option that will help clarify 
whether this patient’s memory complaint is in 
the range of normal aging or Mild Cognitive 
Impairment (MCI) 

• Neuropsychological assessment confirms the 
presence of memory disorder outside the 
range expected for age, with relative 
preservation of other cognitive functions.   

 

• In other words, the neuropsych results are 
consistent with a diagnosis of Mild Cognitive 
Impairment. 
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• You proceed to rule out treatable causes of 
cognitive decline with brain MRI, CBC, chem 
panel, vitamin B12 level, and TSH.  The MRI 
shows “age-related changes” and the 
bloodwork is all negative.  Your diagnosis at 
this point is Mild cognitive impairment. 

What medications might be 
considered at this point? 

• A) donepezil 

• B) memantine 

• C) valproic acid 

• D) prazosin 
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Preferred answer 

• A) donepezil 

 

• Donepezil has shown modest (and somewhat 
transient) efficacy in amnestic MCI so is a 
viable option.  Memantine is approved only 
for moderate to severe AD, and the other 
options are treatments for agitation, typically 
in moderate to severe dementia. 

 

• Two years pass and the patient slowly declines 
on MMSE and in daily function.  His MMSE is 
now 22/30 and he is dependent in managing 
finances, remembering medications, 
remembering appointments, and driving, but 
his basic ADLs (dressing, eating, toileting) are 
well preserved.  He is also frustrated and 
irritable, snapping at his wife over little things.  
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What treatment options would you 
consider at this point: 

• A) discontinue donepezil since it is not slowing 
the progression of disease. 

• B) add memantine to donepezil. 

• C) add prazosin for agitation 

• D) trial of an SSRI 

Preferred answer 

• D) trial of an SSRI 

 

• There is no absolute right or wrong answer 
here, but frustration and irritability in early 
dementia will often respond to an SSRI with 
relatively few risks. 
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• Three more years pass with continued gradual 
decline.  The MMSE is now 14/30, and the 
patient now needs assistance with dressing 
and grooming, needs food cut up, is 
occasionally incontinent.  He resists efforts to 
help with his care and he is frequently restless 
and pacing.  He does not have any evidence of 
hallucinations or delusions.  

What treatment options might be 
considered at this point? 

• A) valproic acid  

• B) thorazine 

• C) quetiapine 

• D) prazosin 
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Preferred answer 

• Again, no clear standard of care here, but: 

• Little data to support valproic acid use.  No 
psychotic symptoms to justify antipsychotic 
use.  Prazosin is an option, but it is clearly off 
label use and the published data to date is 
limited. 

• Prazosin fails.  The patient now begins to 
elaborate more clear-cut hallucinations, 
seeing people and animals which are quite 
distressing to him. 
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What treatment options might be 
considered at this point? 

• A) haldol 

• B) thorazine 

• C) quetiapine 

• D) risperdal 

• E) avoid antipsychotics at all cost due to PDR 
black box warning regarding mortality in 
dementia. 

Preferred answer: 

• Quetiapine or risperdal. 

• Since the patient is having distressing 
psychotic symptoms, antipsychotic use is 
justified.  Older antipsychotic agents like 
haldol and thorazine produce significant 
extrapyramidal (parkinsonian) symptoms in 
elderly patients.  Some older agents also have 
anticholinergic side effects which aggravate 
cognitive impairment. 
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Preferred answer: 

• Quetiapine or risperdal. 

• Quetiapine has the lowest incidence of 
extrapyramidal side effects of all the available 
antipsychotic agents, with the exception of 
clozaril, which is difficult to prescribe.  
Risperdal is also a reasonable option as long 
as the dose remains low; as extrapyramidal 
side effects begin to emerge at higher doses. 

Any questions? 
 


