Alzheimer’s Disease (AD)
Definition

· “Alzheimer’s disease is a chronic, progressive, degenerative disease of the brain.” (page 1521)
Etiology

· “The exact etiology is unknown”  
· “Associated with an increased risk of AD and cognitive decline

· Diabetes mellitus
· ApoE gene variations

· Current smoking

· Depression” (page 1524)
Pathophysiology

· “Characteristic findings of AD relate to changes in the brain’s structure and function:
· Amyloid plaques

· Abnormal amounts of β-amyloid are cleaved from the amyloid precursor protein (APP) and released into the circulation.  The β-amyloid fragments come together in clumps to form plaques that attached to the neuron.  Microglia react to the plaque and an inflammatory response results.

· Neurofibrillary tangles

· Abnormal collections of twisted protein threads inside nerve cells.  Tau proteins in the CNS are involved in providing support for intracellular structure through their support of microtubules.  Tau proteins hold the microtubules together like railroad ties hold railroad tracks together.  In AD the tau protein is altered, and as a result, the microtubules twist together in a helical fashion.

· Loss of connections between cells and cell death

· Results from structural damage and eventual death of the neurons.  Affected parts of the brain begin to shrink…By the final stage of AD, brain tissue has shrunk significantly.”  (pages 1522-1523)
Clinical manifestations

· “Early Warning Signs of AD

· Memory loss that affects job skills

· This type of memory loss goes beyond forgetting an assignment, colleague’s name, deadline, or phone number.

· Difficulty performing familiar tasks

· May cook a meal then forget not only to serve it but also that they made it.

· Problems with language

· May forget simple words or substitute inappropriate works, making their speech difficult to understand  
· Disorientation to time and place

· Can become lost on their own street

· Poor or decreased judgment

· May dress inappropriately in more noticeable ways

· Problems with abstract thinking

· May have difficulty recognizing numbers or doing even basic calculations

· Misplacing things

· May put items in inappropriate places but have no memory of how they got there.
· Changes in mood or behavior

· Tend to exhibit more rapid mood swings for no apparent reason

· Changes in personality

· Can change dramatically, either suddenly or over time.

· Loss of initiative

· May become and remain uninterested and uninvolved in many or all of usual pursuits.

· With progression of AD

· Dysphasia

· Difficulty comprehending language and oral communication

· Apraxia

· Inability to manipulate objects or perform purposeful acts

· Visual agnosia

· Inability to recognize objects by sight

· Eventually

· Long term memory cannot be recalled

· Patients lose their ability to recognize family members & friends

· Later

· Ability to communicate and perform ADLs is lost

· Late or final stages

· Unresponsive 

· Incontinent

· Requires total care” (pages 1524-1525)
Diagnostic Studies

· “History and physical examination, including psychologic evaluation
· Neuropsychologic testing, including Mini-Mental State Examination

· Brain imaging tests: CT, MRI, MRS, SPECT, PET

· CBC 

· Electrocardiogram

· Serum glucose, creatinine, BUN

· Serum levels of vitamins B1, B6, B12
· Thyroid function tests

· Liver function tests

· Screening for depression (page 1525)
Treatment and Medications
· Collaborative Therapy
· Drug therapy for cognitive problems

· Decreased memory and cognition

· Cholinesterase inhibitors

· Donepezil (Aricept)

· Rivastigmine (Exelon)

· Galantamine (Razadyne)

· N-methyl-o-aspartate (NMDA) receptor antagonist

· memantine (Namenda)

· Selective serotonin reuptake inhibitors (SSRIs)

· Sertraline (Zoloft)

· Fluvoxamine (Luvox)

· Citalopram (Celexa)

· Fluoxetine (Prozac)

· Tricyclic antidepressants

· Nortriptyline (Aventyl, Pamelor)

· Amitriptyline (Elavil)

· Imipramine (Tofranil)

· Doxepin (Sinequan)

· Atypical antidepressant

· Trazodone (Desyrel)

· Behavioral problems

· Typical (conventional antipsychotics neuroleptics)*

· Haloperidol (Haldol)

· Loxapine (Loxitane)

· Atypical antipsychotics (neuroleptics)*

· Risperidone (Risperdal)

· Olanzapine (Zyprexa)

· Quetiapine (Seroquel)

· Aripiprazole (Abilify)

· Benzodiazepines

· Lorazepam (Ativan)

· Temazepam (Restoril)

· Oxazepam (Serax)

· Sleep disturbances

· Zolpidem (Ambien)
· *The use of these drugs in elderly patients with dementia is associated with an increased risk of death.

· Behavioral modification
· Moderate exercise

· Assistance with functional independence

· Music, particularly with meals and bathing

· Assistance and support for caregiver” (pages 1525-1526)
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