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Want to ask a question  
or make a comment? 

Click on the ‘Ask’ bubble  at the top 
of the presentation screen to ask a 
question or make a comment. 
 

 You may also phone in a question to 
(210) 264-7000. 



ALZHEIMER’S DISEASE 
UPDATE 





OUTLINE 
I. HISTORY 
II. DEFINITION 
III. EPIDEMIOLOGY 
IV. COURSE 
V. GENETICS AND RISK FACTORS 
VI. BIOMARKERS AND TESTING 
VII. IMAGING 
VIII.EVALUATION 
IX. TREATMENT –CURRENT AND FUTURE 
X. CAREGIVER SUPPORT 

 
 



SIRACH 3, 2-5 

 “My sons, take care of your father when he 
is old. Grieve him not as long as he lives. 
Even if his mind fail be consoling to him. 
Revile him not. Kindness to a father will 
not be forgotten.” 



THE CASE OF AUGUSTE D. 
51 y/o WF admitted 1902, expired 

4/8/06; case presented Nov 3, 1906. 
No questions or comments at 
conclusion. 

CC “ I have lost myself” 
S/Sxs: poor memory, aphasia, 

confusion, paranoia, negativism, 
wandering 

Treatment plan: dietary, activity, 
exercise, massage, balneotherapy. 
Alcohol, and later chloral hydrate for 
sleep 



Alzheimer’s Disease 
  First described by Alois Alzheimer,  
a German neuropathologist, in 1907 

  Observed in a 51-year-old female  
patient with memory loss, disorientation,                   
and hallucinations 

  Postmortem studies characterized senile 
plaques and neurofibrillary tangles (NFTs) in 
the cerebral cortex 
– Senile plaques: Extracellular accumulation of 

insoluble  
fragments of beta-amyloid (Aβ1-42) 

– NFTs: Intracellular accumulation  
of hyperphosphorylated  
tau strands 







HISTORY 
1906   A. Alzheimer reports “Auguste D.” 
1950s Identity of senile dementia 
1970s Cholinergic deficit discovered   
           “Coming epidemic” 
1980s Amyloid pathology; genetic influences 
1990s Present treatments introduced 
           Non-AD identified 
           MCI 
           Disease-modification- interfere with APP     

processing; decrease AB accumulation or 
increase AB clearance 



DSM-IV Definition  
of Alzheimer’s Disease 

  Development of multiple cognitive deficits manifested by both 
memory impairment and 1 or more of the following cognitive 
disturbances: aphasia, apraxia, agnosia, or disturbance in 
executive functioning 

  Cognitive deficits cause significant impairment in social 
functioning and represent a significant decline from a previous 
level of functioning 

  Course is gradual in onset with continuing 
cognitive decline 

  Deficits are not due to any other CNS disorder, systemic illness, 
or substance-induced condition 

 Deficits do not occur exclusively during the course 
of delirium 





Forecast of Alzheimer’s Disease 
Prevalence in the U.S. 

65-74 Years 75-84 Years 85+ Years 

2030 2050 

7.7 Million (est) 13.2 Million (est) 

2000 

4.5 Million (est) 

  Source: Hebert LE, et al. Arch Neurol. 2003;60:1119-1122. 



Prevalence and Treatment 
Rates 
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  Sources:  1. Hebert LE, Scherr PA, Bienias J, et al. Arch Neurol. 2003;60:1119-1122.  
    2. Datamonitor AD Treatment Algorithms. 2002.  
    3. Market Measures. 2003. 



Clinical Disease Progression 

Years From Diagnosis 
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Mild Severe Moderate 
Cognitive 
Symptoms 

Diagnosis 

Loss of Functional 
Independence 

Behavioral Problems 

Nursing Home Placement 

Death 

Reprinted from Clinical Diagnosis and Management of Alzheimer’s Disease, H Feldman and S Gracon; Alzheimer’s Disease: 
symptomatic drugs under development, pages 239-259, copyright 1996, with permission from Elsevier.  
 



Progressive Loss of  
Activities of Daily Living 
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Progressive Loss of Function 
MMSE Score 

Keep Appointments 
Use the Telephone 
Obtain Meal/Snack 

Travel Alone 
Use Home Appliances 

Find Belongings 
Select Clothes 

Dress 
Groom 

25 20 15 10 5 0 

0 2 4 6 8 10 Years 

Maintain Hobby 
Dispose of Litter 

Clear Table 
Walk 

Eat 

Mild Moderate Severe 

Adapted from Galasko D, et al. Eur J Neurol. 1998;5(suppl 4):S9-S17. 



EMERGING CLINICAL TARGETS 
DIAGNOSIS 

Genetics: APOE4, SORL1 
 
Imaging:  MRI (volume), FDG-PET     

(metabolism), FDGNP-PET/ PET-PIB 
 
Biomarkers:  CSF 
                    Serum measures 
Testing:  Memory screens- MOCA 
                                       SLUMS 
MCI: Amnestic type 























TREATMENT 
  Cholinesterase inhibitors-new 
developments 
  New formulations-     Galantamine ER 

                                    Rivastigmine  
            patch(EU) 

                                    Donepezil ODT 
                                    Memantine ER (in     

     trials)  
                                  

  Expanded indications- Donepezil for                                                    
      severe AD 
  New indications- Rivastigmine for PDD 

 



TREATMENT 
  NMDA antagonist- Memantine 
  Moderate to severe AD 
  Monotherapy 
  Combination therapy with ChEIs 
  Few drug-drug interactions (DDIs) 
  Well tolerated 
  Multiple effects: cognitive, ADLs,
 behavior                    



PATHOGENESIS 

AMYLOID PRECURSOR PROTEIN (APP) 
         PRODUCTION   AB42 
         ACCUMULATION 
         CONSOLIDATION  (senile plaques) 
         TRANSFORMATION (microglia) 
         DEGENERATION 
         SYMPTOMS 
 



TREATMENT 
 
 Disease-modifying therapies: 
  Anti-amyloid:      “active” –AN 1792    
                             “passive” – IVIG 
  Neuroprotective: Tau-related agents                                  

        Antioxidants                                      
        Anti-inflammatory agents 

                           Homocysteine-lowering             
        agents 

                           Anti-excititoxic agents 



DEVELOPMENTS 
 1) Late-onset AD  causing gene: 

SORL1 
2) Neurochem’s Alzhemed 

(Transiposate)-binds to soluble 
Abeta; keeps it nonfibrillar 

3) Myriad Genetics Flurizan 
(Tarenflurbil) –selectively lowers 
Abeta 42 in animals and humans 

4)Sanofi-Aventis Xaliproden- 
neurotrophic and neuroprotective 
effects 



AAGP RECOMMENDATIONS FOR 
CAREGIVERS 

1) Education 
2) Teach problem-solving 
3) Access resources 
4) Long range planning 
5) Emotional support 
6)  Respite 



What do you think? 

 Your feedback is important to us.  
 Click on ‘SURVEY’ in the upper right 

of the presentation screen.  
 It will take less than 5 minutes. 
 



Thank you! 

Baptist Health Foundation of San Antonio 
Methodist Healthcare Ministries 
San Antonio Area Foundation 

Pryor Trust 
All mmLearn.org donors 

 

 
 



Ask the Geriatrician 

 Next Webcast: April 28 at 10:30 a.m. CST 
 Topic: Substance Abuse and Older Adults 
 Presenter: Thomas Weiss, MD 
 

Contact mmLearn.org at 
info@mmLearn.org 

(210) 734-1211 

mailto:info@mmLearn.org�
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