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« Doc, my memory is a catastrophe »

Mr Smith, 62-year-old man, engineer, CEO of his own enterprise. Presents at the 
Memory clinic complaining with memory decline. Family history for dementia is unknown. 
Has difficulty retrieving proper names of people and places.

He has treated isolated diastolic HBP, has 4 hours/week of aerobic physical activity, 
follows a Mediterranean diet with intermittent fasting, takes alcohol moderately 4 times 
per month.

Scores on screening cognitive tests (MMSE, clock, MOCA), a cognitive battery, an 
anxiety and depression scale, and routine blood tests are normal for age.



What we can offer today: 3ry prevention of dementia

Prevention  Primary      Secondary    Tertiary 
Setting   Primary practice     Brain Health Services  Memory clinics et al.

Actions  Vasc. prevention     Risk assessment   Diagnosis
   Unstruct.d recomm.       Risk communication  Prognosis
    on lifestyles      Personalised prevention  Treatment
         Cognitive enhancement  Rehabilitation

RFs/BMs   negative/unknown     positive     positive positive
Cognition   normal      normal     impaired impaired
Disability   independent      independent    independent dependent

NORMAL    AT RISK   DISEASE (MCI/DEMENTIA)
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What we will offer tomorrow: 2ry prevention of dementia



Epidemiology

Gustavsson, van der Flier, et al. 
Alzheimers Dement DOI: 10.1002/alz.12694

At risk (only Amy+)
Secondary prevention

17% of those aged 50+

MCI and dementia due to AD
Tertiary prevention

5% of those aged 50+



Prevention



Impact on Individuals

Mr Smith was found to be an APOE4 e4/4 carrier. Brain MRI, blood biomarkers, and CSF 
were indicative of brain amyloidosis, early tauopathy, and early hippocampal atrophy. 

He is at high risk for incident cognitive impairment and dementia in the next 10 years (RR 
about 20).

Interventions:
- FINGER-like structured lifestyle intervention (Lancet. 2015;385:2255-63) 
- cognitive training (Lancet Reg Health Eur. 2023;26:100576)
- non invasive brain stimulation (Nat Neurosci. 2022;25:1237-46)
- anti-amyloid or anti-tau drugs (currently no definitive evidence)



Impact on Society

Subjective cognitive decline / worried well

Blood biomarkers 

Monoclonal antibodies (?)

Population
General population and LMIC

Assessment of risk

Personalised prevention

Risk communication

Genetic (APOE and polygenic risk scores)

Multi-domain and other non-pharma interventions

Potentially modifiable, brain pathology

Potentially modifiable without measured brain pathology

⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜ ⎜
2020 2025 2030

Approximate year

Cognitive enhancement Repeated practice, physical training, and strategic learning 

Non-invasive brain stimulation (?)

PILOT EXPERIENCES CLINICAL DEPLOYMENT

Pilot  experience

Clinical deployment

Transfer to general population 
and low-middle income countries (LMIC)

Well-tolerated dis. modifiers (?) 



5. Conclusion

In 1945 hypertension was 
considered an untreatable 
natural consequence of ageing

• F.D. Roosevelt in Yalta, 1945
• His blood pressure was 260/150.
• Eight weeks later he had a bout up to 
300/190 and died of intracranial 
hemorrhage at 3.35 pm on April 12, 
1945, at the age of 65.

Bruenn HG. Ann Int Med 1970;72:579–91
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