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“…Thirty million Americans became hypertensive overnight with the introduction 

of a new high blood pressure guideline from the American College of Cardiology 

(ACC) and American Heart Association (AHA)”
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Venn diagram of the ATN distribution of amyloid 

and tau pathology according to the A/T/N 

classification scheme in a representative 

population-based sample of 70-year-olds (n=259) 

with a Clinical Dementia Rating score of 0.

Kern S et a., Neurology 2018;90:e1682-

e1691

Conclusion

The prevalence of pathologic AD markers was 

very common (46%) in a representative 

population sample of 70-year-olds.
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Approximately 6.08 million Americans 

had either clinical AD or mild cognitive 

impairment due to AD in 2017 and that 

will grow to 15.0 million by 2060. In 2017, 

46.7 million Americans had preclinical AD 

(amyloidosis, neurodegeneration, or 

both), although many may not progress to 

clinical disease during their lifetimes.

Brookmeyer R et a., Alzheimers Dement. 2018;14:121-
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Solomon A et al., J Intern Med 2014;275(3):229-
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Disease duration
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Valletta M et al., Submitted
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Mean 

decline 

1.66

Difference with 

treatment

0.45

Lecanemab (CLARITY-AD):

 The mean decline in placebo at 18 

months on CDR-SB: +1.66 points, 

exceeding the MCID for MCI (+1) 

but not for mild AD (+2)

 The difference with treatment was

-0.45 points (27.1%) → not

exceeding the MCID

van Dyck CH et al., N Engl J Med. 2023;388(1):9-
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Mean 

decline 

13.11

Difference with 

treatment

2.92

Donanemeb (TRAILBLAZER-ALZ2):

 The mean decline in placebo at 18 

months on iADRS: −13.11 points, 

exceeding the MCID for MCI (−5) 

and mild AD (−9)

 The difference with treatment was               

-2.92 points (22.3%) → not 

exceeding the MCID

 In the low/medium tau population, 

the difference with treatment was -

3.25 points (35.1%) → not 

exceeding the MCID

Sims JR et al., JAMA. 2023;330(6):512-527
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The minimal clinically important difference (MCID) has been defined as the smallest 

unit of change in an outcome measure that would be perceived as a difference that is 

clinically meaningful for patients, caregivers, or health practitioners, and would 

constitute the grounds for change in a patient’s care.

Muir RT et al., Alzheimers Dement. 2024;20(5):3352-3363
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Cohen S et al., J Prev Alz Dis 2023;4(10):771-777 
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Low-medium Tau Population Combined Tau Population

Atri et al., CTAD 2023
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Tarawneh R et al., Alzheimers Res Ther. 2024;16(1):37

Decline without 

treatment

Decline under 

treatmentPeriod of observation 

during the RCT

Modified from Cummings J. Alzheimers Dement (N Y). 2023;9(3):e12411
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32.4% lower risk of 

progression over 78 weeks

37.4% lower risk of 

progression over 76 weeks

Sims JR et al., JAMA. 2023;330(6):512-527

van Dyck CH et al., N Engl J Med. 2023;388(1):9-
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iADRS CDR-SB

30% slowing 29% slowing

Dickson SP et al., J Prev Alzheimers Dis. 2023;10(3):595-599
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Hartz SM et al.,  Alzheimers Dement (N Y). 2025;11(1):e70033
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Indications

• Adults with mild cognitive 

impairment or mild AD 

dementia

• Confirmed amyloid pathology 

(Aβ positive)

• Patients who are non-carriers 

or heterozygotes for ApoE ε4

Exclusion criteria – Medical 
History

• Patients with two copies of 
ApoE ε4 

• Non-AD neurologic or 
psychiatric conditions

• Concomitant use of 
anticoagulants 

• Bleeding disorder that is not 
under adequate control 

• Stroke or TIA within the past 
12 months or any history of 
seizures

• Major immunologic disease

Exclusion criteria – Medical History

• Patients unable to undergo MRI due to 
claustrophobia, pacemaker, defibrillator, 
or metal implants

• Baseline MRI findings:

• More than 4 microhemorrhages (<=10 mm 
at the greatest diameter) – 20% ARIA risk

• A single macrohemorrhage >10 mm at the 
greatest diameter

• An area of superficial siderosis – 18% ARIA 
risk

• Evidence of vasogenic edema
• More than 2 lacunar infarcts or stroke 

involving a major vascular territory
• Severe subcortical hyperintensities 

consistent with a Fazekas score of 3
• Evidence of amyloid beta-related angiitis
• CAA-ri
• Other major intracranial pathology that may 

cause cognitive impairmentRabinovici et al., J Prev Alzheimers Dis. 2025;12(5):100150

Cummings J et al., J Prev Alzheimers Dis. 2023;10(3):362-377
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Fig. 1. Distribution of Italian CCDDs encountering requirements for 

effective disease-modifying therapies prescription. The figure 

displays the distribution of the 47 CCDDs that meet the specified

requirements for effective prescription of disease-modifying

therapies. These requirements include a multidisciplinary team, a 

minimum core test for neuropsychological assessment, amyloid PET, 

CSF, and Brain MRI assessment. Legend: – Red: Indicates regions

with no CCDDs meeting the elective requirements. – Pink: 

Represents regions with 1 CCDD meeting the elective requirements

(first and second quartile of the distribution, excluding regions

without elective CCDDs). – Yellow: Denotes regions with 2 CCDDs

meeting the elective requirements (third quartile of the distribution, 

excluding regions without elective CCDDs). – Green: Signifies

regions with more than 2 CCDDs meeting the elective requirements

(fourth quartile of the distribution, excluding regions without

elective CCDDs).
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