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DISCLAIMER

Vi ricordiamo che, nel corso di questo meeting, gli argomenti trattati 

saranno esclusivamente nell’ambito delle indicazioni previste dal 

riassunto delle caratteristiche di prodotto, in accordo con quanto 

previsto dal Decreto Legislativo 24 aprile 2006, n.219.

Vi anticipiamo che qualsiasi eventuale domanda inerente aspetti che 

siano al di fuori delle indicazioni previste dal riassunto delle 

caratteristiche di prodotto potrà essere eventualmente affrontata in 

incontri 1:1 con i relatori, in separata sede e alla fine del meeting, ma non 

potrà essere oggetto di discussione durante la sessione plenaria.



Alzheimer Disease clinical biological continuum

Positivity in the ‘A’ dimension (purple and red) is essential to place an individual on the AD 

continuum, as it reflects AD-related brain pathophysiological changes in the earliest phases. 

Additional positivity in the ‘T’ (light blue) and ‘N’ (dark blue) dimensions represents the presence 

of the full pathophysiological manifestations of AD as it is currently defined. 

Hampel et al. Nature reviews neurology, 2021



3 anti-amyloid monoclonal antibodies 
approved for the treatment of early AD:
• Aducanumab (dismissed)
• Lecanemab
• Donanemab

Immunotherapy and Alzheimer disease

Abbott et al, Nature 2022



Noguchi-Shinohara M. Intern Med. 2024 Oct 11

Immunotherapy and Alzheimer disease



Evolution of Alzheimer disease therapies

2025

Donanemab

EMA refusal

modified from Zhang J et al 2024



Donanemab is indicated for the treatment of adult patients with a clinical diagnosis of 
mild cognitive impairment and mild dementia due to Alzheimer’s disease (Early 
symptomatic Alzheimer’s disease) who are apolipoprotein E ε4 (ApoE ε4) heterozygotes or 
non-carriers with confirmed amyloid pathology

Donanemab should be administered every 4 weeks. The recommended dose of 
donanemab is 350 mg for the first dose, 700 mg for the second dose, 1 050 mg for the 
third dose, followed by 1 400 mg every 4 weeks. Treatment should be maintained until 
amyloid plaques are cleared (e.g. at 6 or 12 months)  as confirmed using a validated 
method. The maximum treatment duration is 18 months which should not be 
exceeded even if plaque clearance is not confirmed. 

- conditions that do not allow MRI assessment
- MRI: prior intracerebral haemorrhage, more than 4 microhaemorrhages, superficial siderosis or 
vasogenic oedema (ARIA-E), or other findings, which are suggestive of cerebral amyloid 
angiopathy (CAA)
- severe white matter disease
- patients with bleeding disorders that are not under adequate control.
- initiation in patients receiving ongoing anticoagulant therapy 
- patients with poorly controlled hypertension.

https://www.ema.europa.eu/en/medicines/human/EPAR/



TRAILBLAZER-ALZ 2  - Study Design

• TRAILBLAZER-ALZ 2 was a 76-week Phase 3, 

randomized, double-blind, parallel, multicenter, placebo-

controlled trial

• The objective was to assess efficacy and adverse events of 

donanemab, an IgG1 monoclonal antibody designed to 

clear brain amyloid plaque

• 1,736 Eligible participants were randomly assigned to 

receive DON or PBO in a 1:1 ratio, with stratification by 

baseline tau categorization (low-medium vs high tau)

• Participants received either:

• DON 700 mg IV Q4W for the first 3 doses, and 1400 

mg Q4W thereafter

• PBO IV Q4W, for up to 72 weeks

• If amyloid plaque level (assessed at 24 weeks and 52 

weeks) was <11 CL on any 1 PET scan or <25 but ≥11 

CL on 2 consecutive PET scans (TRAILBLAZER-ALZ 

cut-offs), DON was switched to PBO in a blinded 

procedure

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

Low-medium tau

1.10<SUVr≤1.46#

+ High tau

+ >1.46 SUVr



Primary and Secondary outcomes : Combined Tau Population

22% slowing

by donanemab 

at 76 weeks

W
o
rs

e
n
in

g

29% slowing

by donanemab 

at 76 weeks

W
o

rs
e

n
in

g

0.702.92

- 1 4

- 1 2

- 1 0

- 8

- 6

- 4

- 2

0

Week

A
d

ju
s

te
d

 M
e

a
n

 C
h

a
n

g
e

 (
S

E
)

iA
D

R
S

0 12 24 36 52 64 76

Placebo

Donanemab

824

775

767

712

693

636

653

583

805

752

738

665

651

579

***

****

****

****

***
***

0 . 0

0 . 5

1 . 0

1 . 5

2 . 0

2 . 5

Week

A
d

ju
s

te
d

 M
e

a
n

 C
h

a
n

g
e

 (
S

E
)

C
D

R
-S

B

0 12 24 36 52 64 76

838

794

784

731

713

650

672

598

825

774

752

682

678

603

Placebo

Donanemab

****

****

****

****

****

**

**** P<0.001 Sims JR, et al. JAMA. 2023;330(6):512-527.

iADRS: Overall Population1 CDR-SB: Overall Population1

Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI o 
early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.
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Primary Outcome: in Low-medium Tau Population  
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Sims JR, et al. JAMA. 2023

iADRS: Low-medium Tau Population CDR-SB: Low-Medium Tau Population

Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI o 
early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.
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Donanemab showed greater clinical impact in participants at earlier disease stage
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Pre-specified subpopulation: MCI (Low-medium Tau Population)  

iADRS: Low-medium Tau Population CDR-SB: Low-Medium Tau Population

Sims JR, et al. JAMA. 2023Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI o 
early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Secondary outcomes:  change in Amyloid PET

modified from Sims JR, et al. JAMA. 2023

-85.5%

-83.7%

Amyloid clearance 5 key common predictors at week 24
Negative

association

Positive 

association

Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Secondary outcomes:  change in Amyloid PET

Correlation of Post-treatment Amyloid value with changes in Clinical Progression

Ming Lu, et al. JAMA Neurol 2025

Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.

iADRS CDR-SB



Exploratory Outcomes: 
Change of Plasma P-tau217

***
***

Sims JR, et al. JAMA. 2023;330(6):512-527.
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Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Amyloid-Related Imaging Abnormalities With Donanemab in Early 
Symptomatic Alzheimer Disease

Association of Baseline Risk Factors With ARIA

Zimmer JA JAMA Neurol. 2025Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti  MCI o 
early AD non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Results from the TRAILBLAZER-ALZ 2 long-term extension 

Amyloid PET

Donanemab‡

Early 

Start

Placebo-controlled Period Long-term Extension Period 

24 weeks 52 weeks 76 weeks

Blinded placebo infusions 

based on amyloid clearance§

102 weeks 130 weeks

Blinded placebo infusions 

based on amyloid clearance§

N=860

N=876

Randomized 1:1

N = 1,736

N*=393

Blinded placebo infusions 

based on amyloid clearance§

102 weeks 130 weeks

N*=657 

N*=157

Amyloid PET

Donanemab¶Placebo

Donanemab†

Zimmer JA et al. JAPD 2025

Delayed 

Start

Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Copyright ©2025 Eli Lilly and Company. All rights reserved.

EFFICACY: SLOWING OF CLINICAL DECLINE IN EARLY START 
DONANEMAB VS EXTERNAL ADNI COHORT

▪ Treatment benefit increased even 
after treatment regimen was 
completed in most participants 

▪ Donanemab benefit continued to 
grow over 3 years compared to 
external ADNI cohort with delta 
CDR-SB increasing from 0.6 at 18 
months to 1.2 at 36 months

Zimmer JA et al. JAPD 2025
Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o ealry AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Copyright ©2025 Eli Lilly and Company. All rights reserved.

EFFICACY: REDUCED RISK OF PROGRESSION TO NEXT 
CLINICAL DISEASE STAGE

▪ Early start donanemab group 
showed 27% reduced risk of 
progression to next stage of 
disease compared to delayed start 
donanemab group

▪ Disease modification by 
donanemab was demonstrated by 
continued treatment differences 
between the early and delayed 
start groups

Hazard Ratio (95%CI)*

0.729 (0.62, 0.86); p<0.001

Zimmer JA et al. JAPD 2025
Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI o 
early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Copyright ©2025 Eli Lilly and Company. All rights reserved.

ARIA AND INFUSION-RELATED REACTION FREQUENCIES WITH 
LATER DONANEMAB INITIATION

*Includes safety analysis population (i.e., all participants who received at least one infusion in the relevant study period).
†Includes events that occurred prior to the earlier of date of study withdrawal/completion, end of the placebo-controlled period + 57 days, or data cut-off. Includes additional data incorporated after primary outcome lock.
‡ Includes events that occurred prior to the earlier of date of study withdrawal/completion, end of the extension period + 57 days, or data cut-off are included in this table. 
§Based on MRI or TEAE cluster.
¶Based on TEAE cluster​.
#Includes anaphylactic reaction and anaphylactic shock.

Treatment Arm
Donanemab initiated in 

PC period*†

Donanemab initiated in 
LTE period*‡

Observation Period PC Period LTE Period

N=853​; n (%) N=657; n (%)

ARIA-E§ 205 (24.0) 171 (26.0)

Symptomatic​ 52 (6.1) 40 (6.1)

SAE of ARIA-E¶ 13 (1.5) 9 (1.4)

ARIA-H§ 269 (31.5) 261 (39.7)

Symptomatic 10 (1.2) 3 (0.5)

SAE of ARIA-H¶ 4 (0.5) 0 (0.0)

Macrohemorrhage§ 3 (0.4) 7 (1.1)

SAE of Macrohemorrhage¶ 1 (0.1) 1 (0.2)

Infusion-related reaction 75 (8.8) 49 (7.5)

Anaphylactic reaction# 3 (0.4) 4 (0.6)

▪ Comparable frequencies of ARIA 
and infusion-related reactions 
between early donanemab 
treatment initiation and later 
initiation

Zimmer JA et al. JAPD 2025
Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Copyright ©2025 Eli Lilly and Company. All rights reserved.

WITH LONGER OBSERVATION, ARIA FREQUENCY DECREASED

*Includes safety analysis population (i.e., all participants who received at least one infusion in the relevant study period).
†Includes events that occurred prior to the earlier of date of study withdrawal/completion, end of the placebo-controlled period + 57 days, or data cut-off. Includes additional data incorporated after primary outcome lock.
‡Includes events that occurred prior to the earlier of date of study withdrawal/completion, end of the extension period + 57 days, or data cut-off are included in this table. 
§Based on MRI or TEAE cluster.
¶Based on TEAE cluster​.
#Includes anaphylactic reaction and anaphylactic shock.

Treatment Arm
Placebo initiated in 

PC period*†

Donanemab initiated in 
PC period*‡

Observation Period PC Period LTE Period

N=874; n (%) N=550; n (%)

ARIA-E§ 18 (2.1) 19 (3.5)

Symptomatic​ 0 (0.0) 4 (0.7)

SAE of ARIA-E¶ 0 (0.0) 1 (0.2)

ARIA-H§ 119 (13.6) 105 (19.1)

Symptomatic 3 (0.3) 1 (0.2)

SAE of ARIA-H¶ 0 (0.0) 0 (0.0)

Macrohemorrhage§ 2 (0.2) 0 (0.0)

SAE of Macrohemorrhage¶ 1 (0.1) 0 (0.0)

Infusion-related reaction 4 (0.5) 13 (2.4)

Anaphylactic reaction# 0 (0.0) 0 (0.0)

▪ During the LTE period, 
participants who initiated 
donanemab early had ARIA and 
infusion-related reaction 
frequencies that began to 
approximate the safety profile 
of placebo treated participants

Zimmer JA et al. JAPD 2025
Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.



Copyright ©2025 Eli Lilly and Company. All rights reserved.

SUMMARY

Clinical Efficacy

■ Donanemab significantly slowed clinical 

progression in participants with early 

symptomatic AD

■ Donanemab benefit continued to grow over 

3 years (CDR-SB vs ADNI: -1.2 points)

■ Delayed initiation of donanemab also 

provided benefit on CDR-SB

■ Early initiation of donanemab reduced risk 

of progression by 27% on CDR-SB

Biomarkers

■ Early and delayed start of 

donanemab showed robust amyloid 

reduction (~86 CL) 

Safety

■ ARIA 3-6% resulted in symptoms

■ APOε 4 and microH are the major risk 

factors

■ In LTE no new safety signals observed 

versus the established safety profile

ADNI: Alzheimer’s Disease Neuroimaging Initiative (https://adni.loni.usc.edu/); CDR-G: Clinical Dementia Rating-Global Score; CDR-SB: Clinical Dementia Rating-Sum of Boxes; CL: 
Centiloids; PET: positron emission tomography.

Zimmer JA et al. JAPD 2025Disclaimer: Il trattamento con donanemab in Europa è approvato in pazienti MCI 
o early AD  non-carrier o eterozigoti per APOE ε4 per un massimo di 18 mesi.
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