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This intensely lurid type of representation not 

only fails to address the ageist 

misinformation and common 

misunderstandings that all too commonly 

surround dementia, but is also likely to 

exacerbate the stress and depression 

frequently experienced by people with 

dementia and their families.

Brookes, G., Harvey, K., Chadborn, N., & Dening, T. (2018). “Our biggest killer”: 

multimodal discourse representations of dementia in the British press. Social 

Semiotics, 28(3), 371-395. 

Gavin Brookes



A

TRAGEDY IN 

FOUR ACTS



Act 1
Search for 

Biology



Aloysius "Alois" 

Alzheimer MD
1864 –1915

Bavarian-born 

psychiatrist and 

neuropathologist

• Beilowsky technique

• Fischer Plaques/ 

neurofibrils

• Presbyophrenia
(Ludwig Kahlbaum in 1838)



NEUROSYPHILIS

PLAQUES

TANGLES



“….because senile dementia was out of the question since the 

patient was only 56 years of age” and then again “Senile dementia 

was never considered because of the onset at the age of 54 …”

(Alzheimer, 1912).

ALZHEIMER’S

PLAQUES

TANGLES

Alzheimer’s Disease



The intellectual fathers of modern 

psychiatry, 

Emil Kraepelin and Eugen Bleuler

were both hardcore eugenicist

BIOLOGICAL 

DETERMINISM

Eugenics



Act  2

Politics



1973 President Nixon Oct. 30 vetoed HR 14424 to 

establish the NATIONAL INSTITUE ON AGING

1974 President Nixon signed into law the NATIONAL 

INSTITUE ON AGING

1976 Bob Butler appointed first NIA director.

A REAL 

DISEASE

USA FUNDING OF RESEARCH 

NOT

in the 

business of 

curing aging

In the 

business of 

curing 

disease



Robert Katzman

In 1976 Katzman

published a landmark 

editorial, The Prevalence 

and Malignancy of 

Alzheimer's Disease, a 

Major Killer in Archives of 

Neurology. 

• Founding director of the 

NIA-funded Shiley-Marcos 

Alzheimer's Disease 

Research Center at UCSD

• Original member of the 

NIA's National Advisory 

Council on Aging

• Founder of the Alzheimer's 

Association.



Senile 

Dementia AD

Overnight sensation

• World’s 4/5th killer

• Neurobiological 

• Ageism

• Cure

USA FUNDING OF RESEARCH 

Katzman, R. (1976). The prevalence and malignancy of Alzheimer disease: a major 

killer. Archives of neurology, 33(4), 217-218.



1984 criteria Alzheimer's disease:

1. Insidious onset and progressive impairment of 

memory/cognitive functions. 

2. No motor, sensory, or coordination deficits early in the 

disease. 

3. Diagnosis cannot be determined by laboratory tests. 

4. Other causes must be excluded beforehand.

5. Diagnosis of probable, possible, and definite 

Alzheimer's disease

1984 DEFINITION OF ALZHEIMER’S DISEASE

McKhann, G, Drachman, D., Folstein, M., Katzman, R., Price, D, & Stadlan EM

Report of the NINCDS‐ADRDA Work Group* under the auspices of Department of Health 

and Human Services Task Force on Alzheimer's Disease
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Alzheimer’s
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Autopsies
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Pre-Clinical

Mild Cognitive Impairment

Early Dementia

Late 
Dementia
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Act  3

Confusion



Research cul de sac

we still do not know what 

Alzheimer’s disease is



Hardy, J.A. and Higgins, G.A. (1992). Alzheimer's disease, 
the amyloid cascade hypothesis.Science.286: 184–185

Amyloid Cascade hypothesis—

accumulation of the amyloid-β peptide 

(Plaques)  and Tau-τ protein (Tangles) 

in the brain is a central event in 

Alzheimer's disease pathology. 

However this hypothesis has not been 

supported by the data on humans 

(Iqbal, Liu & Gong, 2014). 



Removal of Plaques

“To date most of the treatments tested 

in human clinical trials are drugs that 

remove amyloid-β. The success of 

these drugs in removing the plaques 

from the brains of AD patients was 

offset by their worse performance on 

cognitive testing.” 

(Gilman et al, 2005; Boche et al,  2010). 



Aβ is a natural antibiotic that protects the 

brain from infection. Most surprisingly, 

Aβ aggregates trap and imprison bacterial 

pathogens. It remains unclear whether Aβ 

is fighting a real or falsely perceived 

infection in AD.

Aβ as Protective

Kumar, D. K. V., Choi, S. H., Washicosky, K. J., Eimer, W. A., Tucker, S., Ghofrani, J., ... & Moir, R. D. (2016). Amyloid-β 

peptide protects against microbial infection in mouse and worm models of Alzheimer’s disease. Science translational 

medicine, 8(340), 340ra72-340ra72.



Braak H, Braak E. Frequency of stages of Alzheimer-related lesions in different age 

categories. Neurobiol Aging 1997; 18:351-357.

26-30 year-olds during autopsies

N=2661

Dementia Errors

20% Stage 1 neuropathology



From literature review:

•19%-67% have 

neuropathology but 

no dementia

James A. Mortimer, Amy R. Borenstein, Karen M. Gosche, David A. Snowdon. Very early detection of Alzheimer 

neuropathology and the role of brain reserve in modifying its clinical expression. Journal of Geriatric Psychiatry & 

Neurology.  Dec 2005



All of us have plaques 

and tangles and brain 

plasticity controls it on 

a daily basis.

What stops us 

maintaining this 

plasticity?



• Physicians and mental health professionals are still struggling 

to diagnose Alzheimer’s disease correctly (Homer, 1988; 

McDaniel, Lukovits & McDaniel, 1993). 

• Confused with other neurological diseases such as Creutzfeldt-

Jakob disease (Robinson, 2011), Lewy Body dementia (Mok el 

al, 2004; Rokovets, 2012) and Vascular dementia, which 

causes the highest incidence of misdiagnosis (Wetterling, 

Kanitz & Borgis, 1996). 

• As well as social/behavioral problems such as anxiety (Guziak

& Smith, 2014), low education, cultural variability and—the 

main cause of misdiagnoses—depression (Prince et al, 2003; 

Gaugler et al 2013).

• It is rare for AD to occur in isolation from depression (Wagner 

et al, 2011) and anxiety (Guziak & Smith, 2014) and the 

diagnostic tools are too crude to differentiate these confounds.

CONFUSION

CONFOUNDS



• Wetterling, Kanitz & Borgis (1996) evaluated different existing 

criteria on a sample of 167 older adult patients who were 

admitted to a hospital with probable dementia and found that 

the concordance was very poor since only 5 cases met the 

criteria for Vascular Dementia of all diagnostic guidelines

• Erkinjuntti, et al (1997) agreement in only 20 out of 1,879 

dementia cases

• Pohjasvaara, et al (2000) concurred in 31 out of 107 patients. 

CONFUSION
1) Alzheimer’s Disease Diagnostic and Treatment Centers (ADDTC), 1992; 

2) Diagnostic and Statistical Manual of Mental Disorders, 5th edition (DSM-

V), 2014; 

3) International Classification of Diseases, 11th revision (ICD-11), 1994-2017; 

4) National Institute of Neurological Disorders and Stroke–Association 

Internationale pour la Recherche et l’Enseignement en Neurosciences 

(NINDS-AIREN), 1993. 

VALIDITY QUESTIONS



• Correlation between Alzheimer’s disease neuropathology and 

its clinical expression declines with age (Savva et al, 2009). 

• Increasing prevalence of cerebral pathologies in older patients 

(Giannakopoulos et al, 2007). 

• Half of clinically diagnosed demented oldest-old have 

insufficient neuropathology findings to account for their 

dementia, while approximately half of individuals without 

dementia meet the neuropathological criteria for Alzheimer’s 

disease (Crystal et al, 1988; Polvikoski et al, 2001). 

• Between 9 and 13 percent of residents in nursing homes and 

assisted living facilities have idiopathic normal-pressure 

hydrocephalus are likely mis-diagnosed with Alzheimer’s 

disease and can be cured. (Marmarou, Young & Aygok, 2007)

CONFUSION

CLINCALLY UNRELIABLE



Research Domain Criteria (RDoC) is a new 

classification of diseases initiated by the 

U.S. National Institute of Mental Health 

https://www.psychologytoday.com/blog/iage/201512/is-research-entering-new-

eugenics-period



Research Domain Criteria 

(RDoC) introduced by U.S. 

National Institute of Mental 

Health (NIMH) director 

Thomas Insel in 2008. 

Now works for Google Life 

Sciences as Verily, a for 

profit health company.

Thomas Insel





Just Biomarkers no Clinical Indicators

Repositioning of drugs requires theoretical 

backing. Dementia is a safe bet as most 

patients are terminal and caregivers are 

desperate for a cure.



The diagnosis is not based on the clinical consequences of the disease (i.e., 

symptoms/signs) in this research framework, which shifts the definition of AD in 

living people from a syndromal to a biological construct. The research 

framework focuses on the diagnosis of AD with biomarkers in living persons. 

Biomarkers are grouped into those of b amyloid deposition, pathologic tau, and 

neurodegeneration [AT(N)]. 

“A, T, N System” (Amyloid, Tau, and 

Neurodegeneration) 





Shame on the National Institute on Aging (NIA) for sponsoring a new 

way of defining Alzheimer’s disease based on biomarkers (plaques and 

tangles). Heiko Braak in 2011 after dissecting 2,332 brains ranging in 

age from 1 to 100 found that only 10 cases had complete absence of 

Alzheimer’s disease related biology. Every person over 25 years of age 

had Alzheimer’s disease biomarkers. The new framework sponsored by 

the NIA makes every older person liable for a diagnosis of Alzheimer’s 

disease. The legal implications were not even considered. The 

pharmaceutical connections of most researchers involved brings into 

question the intent of this framework. This article details the scientific 

argument against using biology as the only indicator of the disease while 

ignoring the clinical aspects. The conclusion advocates for a careful 

reassessment of an emerging eugenics movement where biological 

markers are becoming more readily relied on when the science 

supporting these indicators remains incomplete.





Several co-authors were employees of 
pharmaceutical companies including 

Biogen, Roche, Genentech, Lilly, Pfizer, 
Lundbeck, and Janssen. Three researchers 

have patents that benefit from the 
Framework.



In 2001 the highest French 

administrative court (Conseil d’Etat) 

requested the immediate withdrawal of 

guidelines on dementia elaborated by 

the French National Health Authority 

(Haute Autorité de Santé) owing to 

undisclosed serious CONFLICT OF 

INTEREST for panel members.
Lenzer J (2011) French guidelines are withdrawn after court finds potential bias among 

authors. BMJ 342:d4007

CONFLICTOF INTEREST 



“ Because most people who take an Alzheimer's medication will receive no 

meaningful benefit, together with the relatively high price tag and the risk of rare 

but important safety concerns, we are unable to choose any of these drugs as a 

Best Buy.”

This report was updated in May 2012.

https://www.consumerreports.org/health/resources/pdf/best-buy-

drugs/AlzheimersFINAL.pdf



Biological Determinism

Rong Chen, R.,  Shi, L., Hakenberg, J….Friend SH (2016). 
Analysis of 589,206 genomes identifies individuals resilient to 
severe Mendelian childhood diseases. nature biotechnology
ADVANCE ONLINE PUBLICATION  doi:10.1038/nbt.3514



A comprehensive screen of 874 

genes in 589,306 genomes led to the 

identification of 13 adults harboring 

mutations for 8 severe Mendelian 

conditions, with no reported clinical 

manifestation of the indicated disease

Biological Determinism



The final 13 candidates all harbored homozygous 

(autosomal recessive disease) or heterozygous 

(autosomal dominant disease) mutations to one of eight 

different severe Mendelian childhood disorders that 

would normally be expected to cause severe disease 

before the age of 18 years: cystic fibrosis, Smith-Lemli-

Opitz syndrome, familial dysautonomia, epidermolysis 

bullosa simplex, Pfeiffer syndrome, autoimmune 

polyendocrinopathy syndrome, acampomelic campomelic

dysplasia and atelosteogenesis

BUT THEY HAD NO EXPRESSION OF THE DISEASE

Biological Determinism



Gaetano Perusini MD
(1879–1915) 

Italian pupil and colleague of 

Alois Alzheimer

Wounded by a grenade in1915 

died that same year at the 

young age of 36



“of course, as usually happens when anatomo-

pathological datum offers easy enticement, there 

will be more than one person who, on the basis of 

these findings will make the most useless and 

fanciful anatomo-psychic guesses, and those who 

amuse themselves with anatomically localizing the 

location of conscience, the will and related 

matters, would find a good playground, in which 

the tangles, for instance, might offer the most 

clear-cut explanation for the disorientation 

observed in the senile demented patient…” 

Perusini (1911, p144)

A GOOD PLAYGROUND



Act  4

Complex Brain



• 86 billion neurons

• Each neuron 1,000 - 10,000 synapses 

• 125 trillion synapses in the cerebral cortex alone. 

• 1,000 times the number of stars in our galaxy. 

• Stephen Smith Stanford University one synapse = 

1,000 molecular-scale switches. 

HUMAN 

BRAIN

COMPLEX BRAIN



The total number of synaptic switches 

per brain thus approaches 10^20 

[Sextillion]…(equal to) the total 

number of transistor “switches” in all 

of the computer chips on earth today, 

put together…one human brain 

(compares) to the entire global internet, 

rather than to any single computer.

Stephen J Smith, Ph.D., Prof. of Molecular and Cellular Physiology at the Stanford 

University School of Medicine.



Breakdown of complex systems 

• Changes in resilience, reduction in internal 

body temperature, hormonal changes 

(especially for women) all affect the blood-

brain-barrier that protects the brain from 

infections. 

• Allows an onslaught of bacterial, fungal, 

viral, metal, and other invasions.

• The plaques and the tangles in this scenario 

are responses to this attack





Alzheimer’s disease Theory

• Genes

• Viral

• Bacteria

• Behavior

• Environmental

• Vascular

• Psychosocial

• Other…

Trauma

• Temperature

• Activity

• Anesthetic

• Vascular

• Other…

• Education

• Dancing

• Music

• Brain Exercises

• Other…

Alzheimer’s

Penumbra

PerfusionPlasticity



Genes less than 25% of all dementia, most are 

sporadic and have unknown causes (Bird, 2014). 
• viral (HIV/AIDS,  herpes simplex virus type I, Varicella zoster 

virus, cytomegalovirus, Epstein-Barr virus), 

• bacteria (syphilis and Lyme-disease/ borrelia), 

• parasites (toxoplasmosis, cryptococcosis and 

neurocysticercosis), 

• behavior (Alcohol, cigarette smoking, recreational drugs, 

concussion/mild/severe brain trauma) 

• environmental (possibly aluminum), 

• infections (prions as in Cretchfeldt-Jakobs disease), and 

• vascular (stroke, multiple-infarct dementia hydrocephalus, 

injury and brain tumors). 

Trauma



Perfusion
Temperature: 98.6° F --Baltimore Longitudinal Study of Aging, men with a core 

body temperature below the median lived significantly longer (Roth et al, 2002). 

Activity: Rogers, Meyer & Mortel, (1990) reported that retirees who elected to 

become physically active maintained more constant perfusion level scoring better 

on cognitive testing after a four-year follow-up.  

General Anesthetic: In a population of healthy elderly patients, undergoing non-

vascular abdominal surgery Casati, et al (2007) reported that cerebral 

desaturation—and indication of hypoperfusion—can occur in up to one in every four 

patients. Those patients have higher incidence of early postoperative cognitive 

decline and longer hospital stay. 

Vascular: Alzheimer's disease and vascular dementia are the two most common 

forms of dementia, sharing many common pathological, symptomatic and 

neurochemical features (Kalaria, 2002). At autopsy, 60–90% of patients with 

Alzheimer’s disease exhibit variable cerebrovascular pathology and almost 30% 

show evidence of cerebral infarction (Olichney et al 1996; Premkumar et al, 1996).



Plasticity
William James (1890) The Principles of Psychology

Ernesto Lugaro in the early 1906

Education: Nuns’ Study, David Snowdon et al (1997) found that 8% of the 

nuns who behaved and acted free from had the most severe neuropathology. 

Education found to be an important moderating factor dose-response relation 

(Ott, et al 1995). 

Dancing/Music: (Verghese et al, 2003) Frequency of participation in leisure 

activities and physical-activity after follow-up period of 5.1 years, and reported 

that only reading, playing board games, playing musical instruments, and 

dancing were associated with a reduced risk of Alzheimer's disease and 

vascular dementia. 

Brain Exercises: ACTIVE and IMPACT (Ball et al., 2002; Willis et al., 2006). 

Early to moderate Alzheimer's disease using computer exercises had better 

performance on cognitive tests and report improvement in symptoms related 

to depression (Wolinsk et al, 2009). Related to growth in the hippocampus 

(Erickson et al, 2011).



‘Sometimes there are also rod-like cell 

elements of obvious glial origin lying in the 

halo. At both poles of the core lies a sack 

filled with greenish granules. Sometimes 

brighter streaks with straight or jagged bent 

edges extend through the halo and end at 

the core of the plaque.’

(Alzheimer, 1912, 80) 

Penumbra



Similarity

https://www.researchgate.net/publication/314301010_The_MPTP_story



Similarity

“Finally, I would like to 

conclude with some closing 

thoughts: If there is an 

overarching lesson from 

this story for clinicians, it is  

to never forget the power of 

clinical observation.”

https://www.researchgate.net/publication/314301010_The_MPTP_story



1.  Protected Citizenship 
From “patient” Tom Kitwood we came to see a “person” and an 

“embodied self.” Now, with legal rights we see people with 

dementia as “citizens.” 

2.  Nothing about us, without us
Involve the person living with dementia in their own care and 

policy as much as possible

3. Wellbeing First
Review medications, reduce agitation, explore options, look after 

yourself

FINAL FRONTIER

1. Garrett (2019, forthcoming). Developing a Modern Mythology for Dementia and Alzheimer’s disease. Dementia:.

2. Bryden, C. (2015). Nothing about us, without us!: 20 years of dementia advocacy. Jessica Kingsley Publishers.

CARE NOW CURE LATER





THANK YOU


