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Evolution of the diagnostic criteria for AD



Diagnosing AD: A Paradigm Shift

AD=Alzheimer’s Disease; CSF=Cerebrospinal Fluid; MCI=Mild Cognitive Impairment; PET=Positron Emission Tomography.
1. Dubois B, et al. Lancet Neurol. 2021;20(6): 484-496. 2. Hampel H, et al. Nat Aging. 2022;2:692-703. 3. Beach TG, et al. J Neuropathol Exp Neurol. 2012;71:266-273. 4. Mouton-Liger F, et al. J Neurol. 2014;261(1):144-151. 
5. Rabinovici GD, et al. JAMA. 2019;321(13):1286-1294. 6. Duits FH, et al. Alzheimers Dement. 2015;11(5):523-532. 7. de Wilde A, et al. JAMA Neurol. 2018;75(9):1062-1070.

Diagnosi e trattamento basati principalmente 

sui sintomi2

Diagnosi e trattamento basati principalmente 

sui sintomi2
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L'AD come entità clinico-patologica1

Diagnosi e trattamento basati su fenotipi 

clinici e biomarcatori in vivo2

A

L'AD come costrutto clinico-biologico1

♦ L'AD viene spesso diagnosticato 

troppo tardivamente, allo stadio di 

demenza da lieve a moderata2

♦

♦ Fino a 1 paziente su 6 con 

diagnosi clinica di probabile AD è 

risultato essere stato 

diagnosticato in modo errato3

♦ L'uso di biomarcatori CSF/PET può 

aggiungere precisione alla diagnosi 

e migliorare la fiducia diagnostica 

dei medici4-6

♦ L'accesso ai dati dei biomarcatori

può influire sulle decisioni 

terapeutiche nei pazienti con MCI o 

demenza5,7



Towards a new patient journey of patients with 
cognitive decline:  Delphi consensus in 5 rounds

1° level (W1) clinical definition
2° level (W2) first level investigation
3° level (W3) second level investigation and 
confutational plan for second round 3° level
investigation

Towards a new patient journey of patients with 
cognitive decline:  Delphi consensus in 5 rounds

1° level (W1) clinical definition
2° level (W2) first level investigation
3° level (W3) second level investigation and 
confutational plan for second round 3° level
investigation

GB Frisoni et al. Lancet 2024 



Cronologia ipotetica per l'insorgenza e la progressione della neurodegenerazione e della demenza AD sporadica e 
familiare. Ci sono pochi biomarcatori predittivi per l'Alzheimer (AD), ad eccezione delle mutazioni genetiche che 
sono patogene per l'AD familiare, che potrebbero essere misurate
Nature Reviews Drug Discovery May 2007, 6(4):295-303





Cummings JL. Translational research and clinical interventions
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Criticità
- Diversa distribuzione delle lesioni tau e 

dell’attivazione infiammatoria rispetto alla 
deposizione di Beta amiloide  

- (ipotesi driver)

- Tempo Variabile dall’esordio della patologia 
amiloidea e lo sviluppo di neurodegenerazione non 
determinato e prevedibile sebbene la beta amiloide 
accelleri la neurodegenerazione

- (ipotesi trigger)

- Ruolo dell’amiloide nella età avanzata che da 
patogeno diventa parafisiologico e non correlato alla 
neurodegenerazione o possibilità di 
neurodegenerazione senza amiloide. 

- (Ipotesi treshold)



Aducanumab’s rise, fall and resurrection

Endpoints – EMERGE (larger dataset)

Endpoints – ENGAGE (larger dataset)

Dose- and time-dependent reduction in β-amyloid pathology

Reduction in CSF biomarkers of tau pathology and neurodegeneration at 18 months



Aducanumab’s rise, fall and resurrection



Aducanumab’s rise, fall and resurrection

May 2022 Biogen withdraw appeal 
contra EMA



Aducanumab’s rise, fall and resurrection



Klyubin et al., 2012

Sviluppo di 
anticorpi per 
l’immunoterapia 
passiva: 
quale forma di 
Aβ è il miglior
target?



Sviluppo di anticorpi per l’immunoterapia passiva: 
quale forma di Aβ è il miglior target?

Karran and De Strooper, 2022

Solanezumab
(Lilly)

Lecanemab (Eisai/Biogen)

Aducanumab (Biogen)

Donanemab (Lilly)

Aducanumab (Biogen)



Lecanemab Clarity AD: Quality-of-Life Results 
from a Randomized, Double-Blind Phase 3 
Trial in Early Alzheimer’s Disease

Lecanemab was associated 

with a relative preservation of 

HRQoL and less increase in 

caregiver burden, with 

consistent benefits seen 

across different quality of life 

scales and within scale 
subdomains. 



Eisai have discussed this data with regulatory authorities in the U.S., Japan and Europe with the aim to file for traditional 
approval in the US and for marketing authorization applications in Japan, UK, Israel, Australia, Cina, and Europe by the end 
2023. 
Additionally, Eisai has presented the Clarity AD study results on November 29, 2022, at the Clinical Trials on Alzheimer’s 
Congress (CTAD), and publish the findings in a peer-reviewed medical journal.
Fully Approved  by FDA in march 2023…..Not approved by EMA July 2024……under revision end 2024

LECANEMAB



Donanemab

TRAILBLAZER-ALZ, phase 2, placebo-controlled, randomized clinical trial ( December  
2017, to December 2020, double-blind period of up to 76 weeks and a 48-week follow-up 
period. 
56 centers in the US and Canada. 
Participants  (60 to 85 years of age with gradual and progressive change in memory 
function for 6 months or more, early symptomatic Alzheimer disease, elevated amyloid, 
and intermediate tau levels)

JAMA Neurol. 2022;79(10):1015-1024. doi:10.1001/jamaneurol.2022.2793 Published online September 12, 2022. 
Corrected on October 17, 2022.



Donanemab treatment rapidly reduced plasma P-tau217

8.4% increase 

from baseline

39.3% decrease 

from baseline

Low-medium Tau Population

39% decrease by donanemab at 76w

7.9% increase 

from baseline

35.0% decrease 

from baseline

Combined Population

35% decrease by donanemab at 76w

LSM change from baseline, SE, and p-value asterisks are derived using mixed model repeated measures methodology with fixed factors for treatment, visit, 

treatment-by-visit interaction, and covariates for baseline score, baseline score-by-visit interaction, and age at baseline; ***p<0.0001. C2N was used to assay 

plasma P-tau217. Abbreviations: LSM=Least Squares Mean; n=number of participants; P-tau217=phosphorylated tau 217; SE=Standard Error



No clear pattern in plasma NfL over 76-week study

LSM change from baseline, SE, and p-value asterisks are derived using mixed model repeated measures methodology with fixed factors for treatment, visit, 

treatment-by-visit interaction, and covariates for baseline score, baseline score-by-visit interaction, and age at baseline; **nominal p<0.01, ***nominal 

p≤0.001. Quanterix Simoa® was used to assay plasma NfL. Abbreviations: LSM=Least Squares Mean; NfL=Neurofilament light chain; n=number of 

participants; SE=Standard Error

Low-medium Tau Population Combined Population

© 2023 Eli Lilly and Company. All rights reserved



JAMA Neurol. 2022;79(10):1015-1024. doi:10.1001/jamaneurol.2022.2793 Published online September 12, 2022. Corrected on October 17, 2022.
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Phase 3 Primary Outcome: iADRS 
Consistent with Key Secondary outcome on CDR-SB 

iADRS: Low-medium Tau Population

35% slowing

by donanemab 

at 76 weeks

TRAILBLAZER-ALZ 2 primary (iADRS) used the NCS model with 2 degrees of freedom adjusted for basis expansion terms (two terms), basis expansion term-by-treatment interaction, and covariates for age at baseline, pooled investigator, baseline tau level (overall 

model only), and baseline acetylcholinesterase inhibitor/memantine use. For CDR-SB: adjusted mean change from baseline, SE, 95% CI and p-value are derived using pre-specified mixed model repeated measures methodology with fixed factors for treatment, visit, 

treatment-by-visit interaction, and covariates for baseline score, baseline score-by-visit interaction, age at baseline, pooled investigator, and baseline acetylcholinesterase inhibitor/memantine use. * P<0.05, ** P<0.01, *** P<0.001, **** P<0.0001. Abbreviations: CDR-

SB=Clinical Dementia Rating–Sum of Boxes; iADRS=Integrated Alzheimer's Disease Rating Scale; NCS=natural cubic spline; SE=Standard Error
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36% slowing
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Definition of event: an increase from baseline in CDR-G score at two consecutive visits. Hazard ratio and P-value were generated using a Cox proportional hazards model adjusted for baseline age, baseline value, and baseline acetylcholinesterase 
inhibitor/memantine use and stratified by pooled investigator and baseline tau level. Abbreviations: CDR-G=Clinical Dementia Rating-Global Scale; CI=confidence interval; MCI=mild cognitive impairment; N=number of participants; SE=standard error

Risk of Progression: CDR-Global score 
Combined Tau population

40

Placebo Donanemab
N 844 805

Event 288 186

Time % (SE) n at risk % (SE) n at risk

60 days 0.0 (0.00) 840 0.0 (0.00) 801

120 days 8.6 (0.97) 764 6.5 (0.88) 737

180 days 14.6 (1.22) 700 8.9 (1.01) 696

240 days 16.1 (1.27) 671 9.9 (1.07) 668

360 days 23.0 (1.47) 587 16.1 (1.33) 575

480 days 35.8 (1.72) 462 25.6 (1.63) 474
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37.4% lower risk of progression over 

76 weeks

Hazard Ratio (95% CI; P value)

0.626 (0.510, 0.769) <0.0001 

Modified from Sperling, A (2011). Alzheimer's & Dementia, 7, 280–292. 

https://doi.org/10.1016/j.jalz.2011.03.003

© 2023 Eli Lilly and Company. All rights reserved



Definition of event: an increase from baseline in CDR-G score at two consecutive visits. Hazard ratio and P-value were generated using a Cox proportional hazards model adjusted for baseline age, baseline value, and baseline acetylcholinesterase 
inhibitor/memantine use and stratified by pooled investigator. Abbreviations: CDR-G=Clinical Dementia Rating-Global Scale; CI=confidence interval; MCI=mild cognitive impairment; N=number of participants; SE=standard error

Risk of Progression: CDR-Global score 
Low-medium Tau population

Hazard Ratio (95% CI; P value)

0.614 (0.471, 0.800) <0.001 
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Placebo Donanemab
N 573 555

Event 163 100

Time % (SE) n at risk % (SE) n at risk

60 days 0.0 (0.00) 570 0.0 (0.00) 552

120 days 6.8 (1.06) 529 5.1 (0.94) 514

180 days 12.4 (1.38) 489 7.2 (1.11) 492

240 days 13.4 (1.44) 474 8.1 (1.18) 470

360 days 18.6 (1.65) 425 13.1 (1.47) 412

480 days 29.8 (1.98) 345 19.9 (1.79) 335

30

20

10

0

0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480 510 540Days from First Infusion

Hazard Ratio (95% CI; P value)

0.614 (0.471, 0.800) <0.001 

Modified from Sperling, A (2011). Alzheimer's & Dementia, 7, 280–292. 

https://doi.org/10.1016/j.jalz.2011.03.003

38.6% lower risk of progression over 

76 weeks

© 2023 Eli Lilly and Company. All rights reserved
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Phase 3 Primary Outcome: iADRS 
Consistent with Key Secondary outcome on CDR-SB 

iADRS: Low-medium Tau Population

35% slowing

by donanemab 

at 76 weeks

TRAILBLAZER-ALZ 2 primary (iADRS) used the NCS model with 2 degrees of freedom adjusted for basis expansion terms (two terms), basis expansion term-by-treatment interaction, and covariates for age at baseline, pooled investigator, baseline tau level (overall 

model only), and baseline acetylcholinesterase inhibitor/memantine use. For CDR-SB: adjusted mean change from baseline, SE, 95% CI and p-value are derived using pre-specified mixed model repeated measures methodology with fixed factors for treatment, visit, 

treatment-by-visit interaction, and covariates for baseline score, baseline score-by-visit interaction, age at baseline, pooled investigator, and baseline acetylcholinesterase inhibitor/memantine use. * P<0.05, ** P<0.01, *** P<0.001, **** P<0.0001. Abbreviations: CDR-

SB=Clinical Dementia Rating–Sum of Boxes; iADRS=Integrated Alzheimer's Disease Rating Scale; NCS=natural cubic spline; SE=Standard Error
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Pre-specified Subpopulation: MCI
Low-medium Tau Population

Donanemab showed greater clinical impact in participants at earlier disease stage

0.413.31

MCI=MMSE ≥27 at baseline. SE, 95% CI and p-value are derived using NCS model with 2 degree of freedom. The model was adjusted for basis expansion terms (two terms), basis expansion term-by-treatment interaction and covariates for age at baseline, pooled 

investigator, and baseline acetylcholinesterase inhibitor/memantine use. Nominal P-values: * P<0.05, ** P<0.01. Abbreviations: CDR-SB=Clinical Dementia Rating–Sum of Boxes; CI=confidence interval; iADRS=Integrated Alzheimer’s Disease Rating Scale;

MCI=mild cognitive impairment; MMSE=Mini–Mental State Examination; NCS=natural cubic spline; SE=Standard Error
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NCS model with 2 degrees of freedom adjusted for basis expansion terms (two terms), basis expansion term-by-treatment interaction, and covariates for age at baseline, pooled investigator, baseline tau level and baseline acetylcholinesterase inhibitor/memantine

use. Additional fixed terms include subgroup by treatment, subgroup by basis expansion, and subgroup by basis expansion by treatment interactions. Nominal P-values: * P<0.05, ** P<0.01, *** P<0.001, **** P<0.0001. Abbreviations: iADRS=Integrated Alzheimer’s 
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Subgroup: Younger Participants   
Low-medium Tau Population
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Pazienti responders e non responders li sappiamo individuare ?

La soglia di Centiloids di amiloide presenti 
determina la risposta 
Maggiore sarà la distanza percorsa per 
portare il livello di amiloide alla normalità e 
maggiore sarà il tempo necessario per 
evidenziare una risposta alla terapia in 
quanto questo sarà distribuito nel tempo

L’attuale valutazione quantitativa della 
presenza di amiloide non è praticabile prima 
di un trattamento con Aducanumab 

Difficoltà a identificare i soggetti responders



Quale il migliore anticorpo monoclonale ? 
- Dipendenza dalla fase di malattia 
- Dipendenza dal carico amiloideo del soggetto 



Eventi avversi emergenti dal trattamento

Treatment-Emergent AE ≥5%#

Preferred Term, n (%) Placebo (N=874) Donanemab (N=853)

Participants with ≥1 TEAE 718 (82.2) 759 (89.0)

ARIA-E 17 (1.9) 205 (24.0)

ARIA-H 65 (7.4) 168 (19.7)

COVID-19 154 (17.6) 136 (15.9)

Headache 86 (9.8) 119 (14.0)

Fall 110 (12.6) 114 (13.4)

Infusion-related reaction 4 (0.5) 74 (8.7)

Superficial siderosis of CNS 10 (1.1) 58 (6.8)

Dizziness 48 (5.5) 53 (6.2)

Arthralgia 42 (4.8) 49 (5.7)

Urinary tract infection 59 (6.8) 45 (5.3)

Diarrhea 50 (5.7) 43 (5.0)

Fatigue 45 (5.1) 42 (4.9)

Abbreviations: AE=adverse event; ARIA-E=amyloid-related imaging abnormalities-edema/effusions; ARIA-H=amyloid-related imaging abnormalities-

hemorrhage/hemosiderin deposition; CNS=central nervous system; N, n=number of participants; TEAE=treatment-emergent adverse event

# in donanemab group after rounding

© 2023 Eli Lilly and Company. All rights reserved



Riassunto di ARIA e macroemorragia

Abbreviations: ARIA-E=amyloid-related imaging abnormalities-edema/effusions; ARIA-H=amyloid-related imaging abnormalities-

hemorrhage/hemosiderin deposition; MRI=magnetic resonance imaging; N, n=number of participants; SAE=serious adverse event; 

TEAE=treatment-emergent adverse event 

Eventa, n (%)
Placebo 
(N=874)

Donanemab 
(N=853)

Any ARIA (-E or -H) 130 (14.9) 314 (36.8)

Any SAE of ARIA 0 (0) 14 (1.6)

ARIA-E 18 (2.1) 205 (24.0)

Asymptomatic 17 (1.9) 153 (17.9)

Symptomatic 1 (0.1)b 52 (6.1)

SAE of ARIA-E 0 (0) 13 (1.5)

ARIA-H 119 (13.6) 268 (31.4)

SAE of ARIA-H 0 (0) 4 (0.5)

Isolated ARIA-H 108 (12.4) 108 (12.7)

Macrohemorrhage 2 (0.2) 3 (0.4)

SAE of Macrohemorrhage 1 (0.1) 1 (0.1)

 Gli eventi ARIA-E sono stati in gran parte 

radiografici da lievi a moderati (94%)

 I sintomi comunemente riportati dell'ARIA-E 

sintomatica erano cefalea e confusione

Il 24% dei partecipanti trattati con 

donanemab ha manifestato ARIA-E

a ARIA and macrohemorrhage events based on MRI or TEAE cluster
b One placebo-treated participant had ARIA-E during the placebo-controlled period; however, the participant 

developed symptoms during the long-term extension period

Symptomatic

ARIA-E

Asymptomatic

ARIA-E

© 2023 Eli Lilly and Company. All rights reserved



ARIA e APOE

No./Total No. (%)a,b Placebo 
(N=870)

Donanemab 
(N=850)

ARIA-E

Non-carrier 2/250 (0.8) 40/255 (15.7)

Heterozygous carrier 9/474 (1.9) 103/452 (22.8)

Homozygous carrier 5/146 (3.4) 58/143 (40.6)

ARIA-Hc

Non-carrier 28/250 (11.2) 48/255 (18.8)

Heterozygous carrier 57/474 (12.0) 146/452 (32.3)

Homozygous carrier 30/146 (20.5) 72/143 (50.3)

a Based on MRI.
b Participants with missing APOE ε4 carrier status are excluded.
c Treatment-emergent microhemorrhage is based on new incidents of microhemorrhages.

Treatment-emergent superficial siderosis is based on new or worsening superficial siderosis. 

d SAEs are by AE reporting

Abbreviations: APOE=apolipoprotein E; ARIA-E=amyloid-related imaging abnormalities-edema/effusions; ARIA-H=amyloid-related imaging abnormalities-

hemorrhage/hemosiderin deposition; MRI=magnetic resonance imaging; N, n=number of participants

ARIA by APOE ε4 Carrier Status

 Participants with at least 1 serious 

ARIA eventd

− ARIA-E: 12 APOE ε4 carriers and 

1 non-carrier

− ARIA-H: 3 APOE ε4 carriers and 

1 non-carrier

© 2023 Eli Lilly and Company. All rights reserved



La FDA non ha indicato nel 
documento finale:

- lo stadio di malattia a cui 
iniziare Aducanumab 
- la necessità di testare la 
presenza di beta amiloide 
- Non ha indicato la durata del 
trattamento 
- Non ha indicato le 
controindicazioni all’uso del 
farmaco.



Pazienti candidabili



Quanti potrebbero essere?

Con criteri di esclusione 
Aducanumab
0.6%  di un ambulatorio CDCD 
geriatrico di pazienti con  MCI due 
to AD

Canevelli M, et al  J Am Geriatr Soc 2021;69:2995–8. http://dx.doi.org/10.1111/ jgs.17390



Con criteri di esclusione Aducanumab
1141 (mean ± SD age = 74.0 ± 8.6) CDCD neurologico

Padovani A, et al J Am Geriatr Soc 2021;8–10. http://dx.doi.org/10.1111/jgs.17530

12% potenzialmente trattabili



How prevention and diagnostic for dementia are implemented in Italy ? 

I dati del CDCD derivano da un'indagine 

nazionale, che ha raggiunto un tasso di risposta 

dell'84%. 

1) Multidisciplinary team; 
2) Minimum Core Test for the 

neuropsychological assessment; 
3) PET, CSF, and Brain MRI assessments.
4) Continuing Professional Development 

and Counselling Services

1) Multidisciplinary team; 
2) Minimum Core Test for the 

neuropsychological assessment; 
3) PET, CSF, and Brain MRI assessments.
4) Continuing Professional Development 

and Counselling Services



Come progettare la migliore 
organizzazione dei servizi in 

uno scenario di diagnosi 
biologica e possibili terapie 

modificanti la malattia?



Expert Opinion leader proposal on future organisation of dementia care in Italy

• AD, Alzheimer’s disease; MDT, multidisciplinary team; MRI, magnetic resonance imaging.
Filippi M, et al. JOON 2023;270(6):3159–70.

The high risk/benefit ratio of disease-modifying therapies needs a highly specialised diagnostic 
work-up and a thorough exclusion criteria assessment, which should be provided by expert centres

COMMUNITY CENTRE: 
• Tasks: clinical evaluation and cognitive screening; requesting and interpreting neuroimaging exams
• Requirements: one neurologist/geriatrician/psychiatrist and one neuropsychologist; MRI scanner

Increasing 
complexity

FIRST-LEVEL CENTRE – as below, plus:
• Tasks: Second-level neuropsychological evaluation; biological AD diagnosis; request and interpretation of instrumental 

tests
• Requirements: as below, plus dedicated outpatient clinic, lumbar puncture equipment/staff

SECOND-LEVEL CENTRE:
• Tasks: as below, plus more in-depth clinical evaluation and cognitive screening; multimodal testing; 

execution and interpretation of all diagnostic procedures
• Requirements: as below, plus MDT, network of diagnostic services, and certified services for laboratory 

medicine, nuclear medicine, and genetic assessment 

PRESCRIBER CENTRE:
• Tasks: prescribing, monitoring and follow-up of treatment and AEs
• Requirements: pharmacy; outpatient clinic; emergency room; neuroradiology centre; neurologist, 

specialised nurse and case manager; teleconsultation/telemedine; training programs 

Courtesy Filippi M.



Delphi Sindem

TOPIC 1 L'organizzazione dei servizi dal case finding alla gestione delle fasi avanzateTOPIC 1 L'organizzazione dei servizi dal case finding alla gestione delle fasi avanzate

TOPIC 2 Accesso alla diagnosi biologica della malattia di AlzheimerTOPIC 2 Accesso alla diagnosi biologica della malattia di Alzheimer

TOPIC 3 Requisiti per la somministrazione di farmaci modificanti la malattiaTOPIC 3 Requisiti per la somministrazione di farmaci modificanti la malattia

TOPIC 4 La gestione, il case manager e il monitoraggio del paziente con disturbi cognitiviTOPIC 4 La gestione, il case manager e il monitoraggio del paziente con disturbi cognitivi

Towards a New Scenario for the Management of Dementia in Italy: a SINDEM Delphi Consensus study
submitted , 2024 JOON 



L’organizzazione dei servizi assistenziali dalla diagnosi precoce alla gestione delle fasi avanzate



La presa in carico, gli attori e la gestione del paziente con disturbi cognitivi 



L’accesso alla diagnosi Biologica di Malattia di Alzheimer



I requisiti per la somministrazione dei farmaci disease modifying



Management 

• PDTA e organizzazione in network dei servizi

• Formazione dei MMG al case finding ed allo screening 

Attori e gestione 

• Presa in carico e ruolo dei CDCD

• Ruolo dell’associazionismo

• Territorio e medicina di prossimità 

La Diagnosi Biologica 

Organizzazione hub and spoke

Implementazione risorse e criteri di priorità delle analisi

Ruolo di screening dei biomarcatori plasmatici

Requisiti strutturali centri per la somministrazione DMT

• Ruolo centrale dei CDCD con necessità di orario esteso

• Monitoraggio radiologico nel centro infusionale

• Disponibilità di PS e/o continuità assistenziale



Sebbene le terapie anti-Aβ siano promettenti per intervenire sulla cascata degenerativa, 
l'importanza della tau e di altre target di neurodegenerazione che possono svolgere un ruolo 
significativo è solo parzialmente preso in considerazione.

Mancanza al momento di criteri operativi per definire le modalità di intervento e il corretto 
percorso per la corretta definizione biologica dei pazienti e dello stadio di malattia. 

Diversa qualità delle terapie anti-Aβ suggeriscono che siamo lontani dalla possibilità di 
definire il profilying dei pazienti più adeguati a un determinato tipo di farmaco

Mancanza di una organizzazione dei servizi in rete che permetta l’accesso dei pazienti a 
terapie DM indipendentemente da localizzazione geografica e disponibilità economica

Necessità di una organizzazione in rete di tutti i servizi per l’Alzheimer per facilitare il ‘case 
finding’, l’intervento DM e il monitoraggio senza dimenticare coloro che non accedono a 
queste cure e che necessitano di una presa in carico convenzionale.

Prospettiva futura di intervento multicomponenziale con differenti target di attacco in modo 
da incidere in modo complessivo e diacronico nella storia di malattia. 

CONSIDERAZIONI CONCLUSIVE 
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