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Letter to the Editor

From regulatory approval to clinical practice: real-world eligibility for anti-amyloid monoclonal 
antibodies in an Italian dementia-care network
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To the Editor,

The European authorisation of lecanemab and donanemab has shif
ted the implementation debate from whether anti-amyloid monoclonal 
antibodies can be used in early Alzheimer’s disease (AD) to how eligible 
patients can be identified safely, equitably, and sustainably in routine 
services. In Europe the product labels exclude from treatment APOE ε4/ 
ε4 homozygous patients [1,2]. Therefore, national appropriate use rec
ommendations (AURs) have aligned to this restriction further specifying 
diagnostic, imaging, safety, and monitoring requirements [3,4]. How
ever, no equivalent estimate is yet available for Italy under Italian AURs. 
Real-world treatment-ready eligibility estimates are therefore essential 
to inform public health planning, budget impact, and regional service 
organisation.

We retrospectively assessed treatment-ready eligibility for lecane
mab and donanemab among all patients with at least one visit between 
January 1, 2024, and December 31, 2025, at the Cognitive Neurology 
Clinic of the Modena University Hospital, a tertiary centre embedded 
within the dementia-care network of the Modena province (about 
700,000 inhabitants). Eligibility was assessed using a stepwise sequen
tial approach applying the Italian AURs [4] and estimated across three 
nested denominators (Fig. 1): all patients attending our service (service 
cohort), patients with a clinical diagnosis of mild cognitive impairment 
(MCI) or mild AD dementia irrespective of subsequent biomarker status 
(clinical cohort), and patients with biomarker-confirmed AD (clin
ical-biological AD cohort).

Among 1080 patients in the service cohort, 596 had MCI or mild AD 
dementia, and 230 had biomarker-confirmed clinical-biological AD. 
After applying all clinical, biological, disease-stage, care-context, mag
netic resonance imaging (MRI), bleeding-risk, and APOE-related 
criteria, 50 patients were classified as treatment-ready. This corre
sponded to 4.6% of the service cohort, 8.4% of the clinical cohort, and 
21.7% of the clinical-biological AD cohort. After biomarker testing, the 
largest attrition points were clinical stage (98 patients excluded because 
they were no longer within the mild clinical stage), MRI findings (23 
excluded), and significant co-pathology or other contributors to cogni
tive impairment (13 excluded). Before APOE assessment, 62 patients 
fulfilled all previous eligibility requirements: five were excluded 

because of APOE ε4/ε4 homozygosity, seven because APOE genotype 
was unavailable, leaving 50 patients treatment-ready. In a criterion- 
specific attrition analysis on the clinical-biological AD cohort in which 
each post-biomarker criterion was evaluated independently of the 
others, the largest barriers after disease severity (98 excluded) were 
care-context requirements such as inadequate caregiver support, insuf
ficient compliance, or lack of capacity to engage with treatment (58 
excluded) and MRI-related criteria: 36 patients could not undergo MRI, 
and 54 of the remaining 194 patients had non-permissive findings on the 
MRI.

The main implementation message is that real-world eligibility is 
denominator-dependent (Table 1). A single percentage is potentially 
misleading unless the starting population is explicit. The 4.6% service- 
level estimate is relevant for referral planning and regional diagnostic 
capacity. The 8.4% estimate among patients with a clinical diagnosis of 
MCI or mild AD dementia is relevant for memory-clinic triage and 
biomarker demand. The 21.7% estimate among biomarker-confirmed 
patients is most relevant for prescribing, infusion capacity, MRI moni
toring, and adverse-event preparedness.

Post-biomarker attrition was not driven only by biological confir
mation or APOE status. In the clinical-biological AD cohort, disease 
severity was the largest sequential barrier. MRI-related exclusions, 
relevant co-pathology, medical and concomitant drugs contraindica
tions or frailty, and care-context readiness further reduced treatment 
readiness. In a criterion-specific analysis, care-context requirements 
were also frequent, highlighting that treatment readiness depends not 
only on amyloid status and MRI safety but also on the presence of sup
portive family and social environment capable of sustaining repeated 
infusions, monitoring, and risk communication.

These findings have three implications. First, implementation plan
ning should avoid estimating demand directly from epidemiological 
prevalence of MCI or mild AD dementia, because such estimates may 
overstate treatable numbers. Second, eligibility assessment should begin 
upstream, before advanced biomarker testing whenever possible, 
through structured evaluation of clinical stage, major contraindications, 
MRI feasibility, care-partner availability, and capacity to engage with 
monitoring. Third, eligibility should be communicated to patients and 
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caregivers as a layered judgement, not as an automatic entitlement to 
treatment or, conversely, as a withdrawal of care when criteria are not 
met.

This was the first real-world Italian eligibility study to apply the 
APOE ε4/ε4 restriction, to provide simultaneous estimates across three 
complementary denominators, and to be conducted in a centre 
embedded in a provincial network. Our findings indicate that only 4.6% 
of all patients seen in a tertiary cognitive neurology clinic were 

treatment-ready, similar to Swedish real-world data [5].
For Italy and comparable European health systems, anti-amyloid 

monoclonal antibody implementation will require explicit 
denominator-based planning, equitable access to biomarker confirma
tion and MRI monitoring, transparent APOE genotyping pathways, and 
safeguards against excluding patients through poorly governed referral 
or triage processes. The central challenge is therefore not only how 
many patients will receive treatment, but how many must pass through a 

Fig. 1. Flowchart showing the sequential assessment of treatment-ready eligibility. Sequential exclusions are mutually exclusive and assigned at the first 
ineligible step. AD = Alzheimer's disease; APOE = apolipoprotein E; AURs = appropriate use recommendations; CDR = Clinical Dementia Rating scale; EMA =
European Medicines Agency; MCI = mild cognitive impairment; MRI = magnetic resonance imaging.
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structured diagnostic pathway to identify the small subset who are 
genuinely treatment-ready.
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Table 1 
Denominator-specific eligibility for anti-amyloid monoclonal antibodies in the 
Modena dementia-care network.

Eligibility level Definition Numerator / 
denominator

Estimate Main 
implementation 
meaning

Service cohort All patients 
with ≥1 visit 
in 
2024–2025

1080 / 1080 100% Referral, triage, 
and service-level 
diagnostic 
workload

Clinical 
cohort

MCI or mild 
AD dementia

596 / 1080 55.2% Population 
requiring 
diagnostic- 
pathway 
stratification

Clinical- 
biological 
AD cohort

Compatible 
syndrome 
plus AD 
biomarkers

230 / 596 38.6% Biomarker- 
confirmed pool 
for treatment- 
readiness 
assessment

Eligible before 
APOE 
assessment

Fulfilled 
criteria up to 
MRI and 
bleeding-risk 
steps

62 / 1080 5.7% Pre-genotyping 
treatment- 
readiness 
workload

After 
excluding 
APOE ε4/ε4

EMA-aligned 
APOE 
restriction 
applied

57 / 1080 5.3% Potentially 
eligible under 
APOE restriction

Conservative 
treatment- 
ready 
estimate

APOE ε4/ε4 
and missing 
APOE 
excluded

50 / 1080 4.6% Final treatment- 
ready service- 
level estimate

Data are reported across sequential, nested denominators to distinguish service- 
level demand, diagnostic-pathway demand, biomarker-confirmed treatment- 
readiness assessment, and final conservative treatment-ready eligibility. Per
centages are calculated using the denominator shown in each row unless 
otherwise specified. AD = Alzheimer’s disease; APOE = apolipoprotein E; EMA 
= European Medicines Agency; MCI = mild cognitive impairment; MRI =
magnetic resonance imaging.
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