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Is it time to propose 

protective diabetes 

medications for the 

prevention of dementia 

and/or dementia itself?
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evoke and evoke+: Two large, global,phase 3a trials

¥Cleaning of data still ongoing. Numbers subject to slight changes
CSF, cerebrospinal fluid; MCI, mild cognitive impairment; PET, positron emission tomography; SoC, standard of care
1. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/ct2/show/NCT04777396 (accessed August 2021); 2. ClinicalTrials.gov. Available at: https://clinicaltrials.gov/ct2/show/NCT04777409 (accessed August 2021) 

~1900 patients 

in each trial¥

55ς85 years 
(both inclusive)

MCI or mild dementia both of 
ǘƘŜ !ƭȊƘŜƛƳŜǊΩǎ ǘȅǇŜ
Å 80% MCI and 20% mild dementia 
Å Amyloid-positive (PET or lumbar 

puncture)

566 sites in 

40countries

Age:

Blood sample

3 mg 7 mg 14 mg oral semaglutide + SoC

3 mg 7 mg 14 mg placebo once-daily + SoC

Randomisation

(1:1)

ς12 15652840 78 104Week

Screening Treatment period

CSF sample

Plasma biomarker analysis 

N=1855 (evoke) and 1953 

(evoke+) 

CSF sub-study 

(N = 199)

*Semaglutide is not approved for treatment of Alzheimer's Disease
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Oral semaglutide did not slow cognitive and functional decline in participants with 
early AD versus placebo in either trial

Change in CDRтSB score from baseline to week 104

Å ҉?ċƣċШċƖĲШŉŸƖШƣőĲШƣƖĲċƣůĲŰƣШƓŸũŔĦǃШestimand. Error bars are mean +/- standard error of the mean. 
?ЯШ ũǍőĲŔůĲƖќƚШĬŔƚĲċƚĲбШ9?ÅтSB, Clinical Dementia RatingтSum of Boxes; CI, Confidence interval.

Å Cummings JL, et al. Topline results from evoke and evoke+: Two phase 3 randomized placebo-controlled trials of semaglutide in participants 
with early-ƚƣċŊĲШƚǃůƓƣŸůċƣŔĦШ ũǍőĲŔůĲƖќƚШĬŔƚĲċƚĲЮШ§ƖċũШƓƖĲƚĲŰƣċƣŔŸŰШċƣШΝΥƣőШ9Ñ ?Ш?ĲĦĲůĤĲƖШΝ-4, 2025. San Diego, CA, USA.

Estimate҉ 95% CI P-value

Oral semaglutide 2.2

Placebo 2.2

Oral semaglutide ςPlacebo ς0.06 ς0.48 ; 0.36 0.7727  

Estimate҉ 95% CI P-value

Oral semaglutide 2.1

Placebo 2.0

Oral semaglutide ςPlacebo 0.15 ς0.24 ; 0.54 0.4604 

Mean baseline CDR-SB: 3.7
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ς0.06 (95% CI: ς0.48, 0.36); p=0.7727
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0.15 (95% CI: ς0.24, 0.54); p=0.4604
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(A) Functional prognosis of a person with 
dementia alone or with dementia and frailty. 
(B) The aim of the comprehensive 
interventions referred to in the 
recommendations. Another common 
scenario exists in which frailty precedes the 
onset of dementia but exhibits the same 
synergistic negative effect.

Assessment and management of 
frailty in individuals living
with dementia: expert 
recommendations for clinical 
practice
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When? Yesterday.

https://www.who.int/publications/b/71300
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DONANEMAB



Beware  of Frailism !

Wang H el al. Modified titration  of donanemab reduces ARIA risk and maintains amyloid reduction. Alzheimers Dement. 2025 Apr;21(4):e70062. doi: 10.1002/alz.70062. Erratum in: 
Alzheimers Dement. 2025 Aug;21(8):e70576. doi: 10.1002/alz.70576. PMID: 40172303; PMCID: PMC11963282.

CGAôs aim is  to personalize , 

not  to esclude
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Pharmacological and non -pharmacological: 

two sides of the same trajectory
La valutazione multidimensionale al tempo zero è utile perchè :
- Può stimare il rischio di eventi avversi
- Può indirizzare verso una sorta di pre-abilitazione ed intervento multicomponente

Effects of multicomponent interventions on clinical outcomes in older adults. A systematic review and meta-analysis тPagan, Okoye et al.Under review
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Pharmacological and non -pharmacological: 

two sides of the same trajectory
La valutazione multidimensionale anche nel follow -up è utile perchè :
- Può indirizzare verso interventi multicomponente

Baker LD et al. Structured vs Self-Guided Multidomain Lifestyle Interventions for Global Cognitive Function: The US POINTER Randomized Clinical Trial. JAMA. 2025 Aug 26;334(8):681-691. doi: 10.1001/jama.2025.12923. PMID: 

40720610; PMCID: PMC12305445.
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Adapted from Teunissen, Lancet Neurology, 2022

Neurofibrillary
tangles
(pTau)

Axonal 
degeneration 

(NfL)
Reactive 

astrocytes 
(GFAP)

Amyloid 
plaques

(A͉ЯШpTau)

CSF
Neuron

Blood

Blood biomarkers of Alzheimer ´s disease

ÅAD blood biomarkers correlate with
AD pathology and with CSF and PET
imaging markers. 

Å They also predict future cognitive
decline and (AD) dementia onset . 

üP- tau217: Amyloid pathology
üNfL: Neurodegeneration
üGFAP:Glial activation

Hansson 2021; Karikari et al. 2020; Janelidze et al. 2020; 
Teunissen et al 2022; Therriault et al. 2023; Ashton et al. 2024
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A 4̡2/40

P- tau 181 pg/ml

P- tau 217 pg/ml  

T- tau pg/ml
NfL pg/ml GFAP pg/ml

Hazard ratios derived from multi - adjusted Cox regression survival models. 
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PPV
(95%CI)

NPV
(95%CI)

P-tau 217 33.3
(26.1-41.0)

94.8
(92.1-97.2)

NfL 33.5
(26.6-40.8)

97.3
(95.2-99.2)

GFAP 28.6
(22.2-35.4)

94.6
(91.6-97.2)

AD blood biomarkers have the potential to rule out impending dementia in community settings, but they might need to 
be used in at - risk subgroups or combined with other biological or clinical markers to be used as screening tools.
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What is ũǍőĲŔůĲƖќƚШĬŔƚĲċƚĲ? Depending on who is
asked, the answers vary, even among doctors and
ƚƓĲĦŔċũŔƚƣƚЮШÑőĲШĬĲŉŔŰŔƣŔŸŰШŸŉШ ũǍőĲŔůĲƖќƚШĬŔƚĲċƚĲШŔƚШŔŰ
dynamic evolution in the expert community, and
unanimity has not yet been reached. For all practical
ƓƨƖƓŸƚĲƚЯШ ũǍőĲŔůĲƖќƚШĬŔƚĲċƚĲШŔŰШĦũŔŰŔĦċũШƓƖċĦƣŔĦĲ
consists of cognitive impairment associated with
biomarker evidence of its neuropathological hallmarks:
-͉ċůǃũŸŔĬШƓũċƕƨĲƚШĦŸůƓŸƚĲĬШŸŉШċŊŊƖĲŊċƣĲĬШ͉-amyloid,

and neurofibrillary tangles composed of aggregated tau.

Cognitive disorders
All conditions that can cause cognitive impairment. These 
ŔŰĦũƨĬĲШŰĲƨƖŸĬĲŊĲŰĲƖċƣŔƻĲШĦŸŰĬŔƣŔŸŰƚШƚƨĦőШċƚШ ũǍőĲŔůĲƖќƚШ
disease, but also vascular disease, traumatic brain injury, 
substance use, infections, disturbances of cerebrospinal 
fluid dynamics, psychiatric conditions, secondary or 
reversible cognitive disorders, and more. 
DSM-ΡШƖĲŉĲƖƚШƣŸШљŰĲƨƖŸĦŸŊŰŔƣŔƻĲШĬŔƚŸƖĬĲƖƚњШƣŸШĬŔŉŉĲƖĲŰƣŔċƣĲШ
the cognitive impairment of psychoses.
ìĲШĤĲũŔĲƻĲШƣőċƣШƣőĲШљŰĲƨƖŸњШƓƖĲŉŔǂШĬŸĲƚШŰŸƣШċĬĬШůĲċŰŔŰŊŉƨũ
information as, by definition, the brain is the organ 
responsible for all cognitive disorders.
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VSono variamente presenti nella persona malata

VPossono presentarsi in modo fluttuante 

VNon sono volontari

VRappresentano un sintomo fortemente disturbante 

sia per il paziente sia per chi se ne prende cura

VSono spesso la causa di istituzionalizzazione 

precoce

BPSD/NPS

P. MECOCCI



MBI is a later-life onset neurobehavioral syndrome that may emerge at

any point along the pre-dementia spectrum, from normal cognition to

subjective cognitive decline (SCD) through to MCI.

MBI represents a neurobehavioral axis, alongside the traditional

neurocognitive axis, of pre-dementia symptoms. MBI is not a

competing construct to MCI but, rather, a complementary behavioral

analogue. Just as emergent cognitive symptoms in late life can reflect

neurodegeneration so can emergent behaviors.

2022
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Result A total of 29 studies met the eligibility criteria, including 
3102 participants. Overall, reminiscence therapy increased 
cognitive functions and quality of life and decreased depression 
and neuropsychiatric symptoms. Implication for Practice 
Reminiscence therapy may be considered a useful non-
pharmacological intervention for people with dementia living in 
nursing homes or other long-term care facilities. A standard 
protocol for reminiscence therapy may be necessary for future 
studies.

ÅREMINISCENZA 
ÅSTIMOLAZIONE COGNITIVA 
ÅTRAINING COGNITIVO
ÅLETTURA 
ÅARTE TERAPIA 
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ÅINTERVENTI EDUCAZIONALI 
Å ÑÑféfÑ ќШ[fÉf9 Ш
ÅEDUCAZIONE ALIMENTARE 
ÅDANZA 
Å ÑÑféfÑ ќШÉ§9f xfüü  Ñf
ÅVOLONTARIATO
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Stimolazione cognitiva nella demenza

Migliora  la qualità  della  vita,  

le abilità  di  linguaggio  e di  

comunicazione  (per  es. 

esprimere  opinioni)

çLôesperienza positiva  di  essere  in  

gruppo»  e «Cambiamenti  nella  vita  

quotidiana»  con  miglioramenti  a 

livello  cognitivo  e del  tono  

dellôumore

Spector, A., Gardner, C., & Orrell, M. (2011). The impact of Cognitive Stimulation 

Therapy groups on people with dementia: views from participants, their carers and 

group facilitators. Aging & mental health, 15(8), 945-949.

Spector, A., Orrell, M., & Woods, B. (2010). Cognitive Stimulation Therapy (CST): effects on 

different areas of cognitive function for people with dementia. International journal of geriatric 

psychiatry, 25(12), 1253-1258.

Efficacia  sulle  abilità  cognitive  in  

persone  con  demenza  di  grado  lieve  e 

moderato  al di  sopra  di  quanto  atteso  

da eventuali  trattamenti  farmacologici . 

Aumento  del  benessere .
Woods, B., Aguirre, E., Spector, A. E., & Orrell, M. (2012). Cognitive stimulation to 

improve cognitive functioning in people with dementia. Cochrane Database Syst

Rev, 2(2).

cognitivo

benessere
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La musica
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[ΩŀǇǇƻǊǘƻ ŘŜƛ DŜǊƛŀǘǊƛ Ŝ 
ŘŜƭƭΩ!ǇǇǊƻŎŎƛƻ DŜǊƛŀǘǊƛŎƻ

Sistemi innovativi di assistenza

SOCIETÀ ITALIANA DI 
GERONTOLOGIA E 

GERIATRIA
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