
Update della terapia della Malattia di Alzheimer

Annachiara Cagnin

Padova

M-IT-00001966



2022 Pipeline

Cummings J, 2022



Phase 3

Phase 2

Cummings J, 2022



...the targets



Accelerated FDA approval for the first

anti-amyloid Mab

❖ Based on evidence of amyloid clearance by PET

❖ Request of real life phase IV trial

❖ Eligibility criteria, monitoring, recruiting centers 

under evaluation



Nature, 2016
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Negative trial

Low total exposure

(dose and time)

Positive trial: CDR, MMSE, NPI, Functional

High dose, 2/3 APOE4, ARIA 1/3

Meglio: > 70 yrs, M>F, Mild

EMERGEEMERGE

ENGAGEENGAGE

Target engagement!

Changes of Amyloid and tau



NEXT GENERATION Mab

Cummings J, 2022







Lecanemab

1/2weeks

18 months

27% better CDR

20% ARIA

Accelerated approval 

(FDA January)

CLARITY AD PHASE 3 TRIAL



ARIA
Amyloid Related Imaging Abnormalities

Lancet Neurol, 2012

ARIA-E ARIA-H

ARIA-E: 17%

78%

No symptoms
22%

Headache

Confusion

Psychosis

ARIA-H: <10%

Dose dependent

APOEε4 dependent



Interstitial fluid flow





CAA – RI = ARIA spontanea

Aβ vasale → risposta infiammatoriaAβ vasale → risposta infiammatoria

iperintensità FLAIR 
sostanza bianca
focali/confluenti 

asimmetriche

1. forma vasculitica (angite transmurale)
2. forma non vasculitica (infiltrato perivascolare)

Chung KK et al. JNNP 2011; Auriel Jama Neurol 2015

T2W

GRE



M, 74 anni.

Settembre 2017: intervento chirurgico per diverticolite,  episodio di delirium post operatorio.

Al domicilio comparsa di deficit mnesici, attentivi e visuospaziali, instabilità della marcia

Marzo 2018: RMN cerebrale in altra sede: «alterazioni ischemiche croniche dei centri 

semiovali»

CASE 1



Marzo 2018                                           Maggio 2018                                     Novembre 2019

BOLI EV                                   decalàge per os

The information (and images) relating to the clinical case are used in this presentation for explanatory purposes under the exclusive responsibility of 

Prof Cagnin



Possible eligible patients

exclusion criteria

❖ Past history of seizures or autoimmune disorders

❖ Anticoagulation or bleeding disorders, 

unstable cardiovascular conditions

❖ MRI evidence of 
o Acute/subacute hemorrghages

o >4 microbleeds /1 macrobleed

o Cortical infarction >1.5 cm

o 1 lacunar infarction > 1.5 cm

o >1 CSS

o Diffuse WM disease AUR; Cummings J, 2022



Jama 2021

Estimates of exclusion criteria impact



Other uncertainties

❖ Cognitive monitoring: which instruments

❖ Is it possible to stop after a certain amount of amyloid is

removed?

❖ What to do with disease progression?

❖ Biomarker assessment needs to be re-tested as surrogate 

information of drug effect?



Clinical organization

AUR; Cummings J, 2022



“We presently are woefully unprepared to incorporate any truly effective

therapy into clinical practice”

«Clinics will need new resources and training to enable them to diagnose

and treat patients»

John Morris

Washington University


