
The Journal of Prevention of Alzheimer’s Disease 12 (2025) 100094 

Contents lists available at ScienceDirect 

The Journal of Prevention of Alzheimer’s Disease 

journal homepage: www.elsevier.com/locate/tjpad 

Position Paper 

Lecanemab for early Alzheimer’s disease: Appropriate use 

recommendations from the French federation of memory clinics 

Nicolas Villain 

a , b , ∗ , Vincent Planche 

c , d , Matthieu Lilamand 

e , f , Charlotte Cordonnier g , 
Maria Soto-Martin 

h , i , Hélène Mollion 

j , Stéphanie Bombois b , Julien Delrieu 

h , i , for the French 

Federation of Memory Clinics Work Group on Anti-Amyloid Immunotherapies 
a Sorbonne Université, INSERM U1127, CNRS 7225, Institut du Cerveau - ICM, Paris, France 
b AP-HP Sorbonne Université, Hôpital Pitié-Salpêtrière, Department of Neurology, Institute of Memory and Alzheimer’s Disease, Paris, France 
c Univ. Bordeaux, CNRS, UMR 5293, Institut des Maladies Neurodégénératives, F-33000 Bordeaux, France 
d Centre Mémoire Ressources Recherches, Pôle de Neurosciences Cliniques, CHU de Bordeaux, F-33000 Bordeaux, France 
e Université Paris Cité, INSERM UMR S-1144, Paris, France 
f AP-HP. Nord Université Paris Cité Department of Geriatrics and Cognitive Neurology Center, Lariboisière-Fernand Widal Hospital, Paris, France 
g Univ. Lille, Inserm, CHU Lille, U1172 - LilNCog - Lille Neuroscience & Cognition, F-59000 Lille, France 
h Maintain Aging Research team, CERPOP, INSERM UMR 1295, Universite Paul Sabatier, Toulouse, France 
i Centre Mémoire Ressources Recherches de Toulouse, Pôle Gériatrie, Cité de la santé, Toulouse CHU, Toulouse, France 
j Centre Mémoire Ressources Recherches de Lyon - Hôpital Neurologique - Hospices Civils de Lyon - F 69677 BRON cedex, France 

a r t i c l e i n f o 

Keywords: 

Alzheimer 
Biomarker 
Clinical practice 
Guidelines 
Lecanemab 

a b s t r a c t 

Lecanemab, a monoclonal antibody targeting 𝛽-amyloid protofibrils, has shown promising results in a Phase 
III clinical trial for the treatment of early stages of Alzheimer’s disease (AD) and has been approved by the 
European Medicines Agency. An Early Market Authorization could be submitted to the French regulatory agencies, 
potentially allowing for the drug’s use in clinical practice in France in 2025. 
To guide French clinicians in administering lecanemab in a standardized way, the French Federation of Memory 
Clinics has developed appropriate use recommendations for lecanemab that highlight relevant questions estab- 
lished to ensure an optimal risk-benefit ratio. 
The recommendations emphasize that lecanemab treatment requires a comprehensive individualized evaluation 
of the risk-benefit ratio, which should occur in multidisciplinary meetings. When approved, the guidelines sup- 
port the use of blood biomarkers, proposing specific cutoffs for patients eligible for lecanemab under restricted 
conditions. In addition to the European Medicines Agency restrictions in patients on anticoagulants, and APOE4 

homozygotes, the guidelines recommend against lecanemab treatment for patients with high amyloid-related 
hemorrhagic risk such as probable cerebral amyloid angiopathy (Boston criteria v1.5) until further data become 
available. Additionally, we recommend that MRI monitoring be started before the third infusion to account for 
early Amyloid Related Imaging Abnormalities (ARIA) occurring on lecanemab. It is recommended to establish a 
specific clinical care pathway with protocols for patients with ARIA, with trained physicians and radiologists with 
expertise in neurological emergency and intensive care. Finally, a discontinuation protocol based on dementia 
severity assessment after 18 months of lecanemab treatment is suggested. 
Access to lecanemab requires a personalized biological and genetic diagnosis of AD, which is currently not nec- 
essary in most cases. Therefore, the healthcare system must rapidly adjust to new diagnostic procedures and 
treatment delivery to ensure equal access for all individuals. 
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. Introduction 

In 2023, lecanemab, a humanized IgG1 monoclonal antibody with
igh selectivity for 𝛽-amyloid oligomers and protofibrils, showed
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romising results in a Phase III clinical trial for the treatment of early
lzheimer’s disease (AD) [ 1 ]. After 18-month follow-up, it slowed cog-
itive decline by 27 % on the primary endpoint, Clinical Dementia
ating-Sum of Boxes (CDR-SB), and met all secondary clinical endpoints
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 2 ]. It was granted marketing authorization by the EMA in Novem-
er 2024 with restriction to patients who have only one or no copy
f Apolipoprotein E 𝜀 4 allele ( APOE4 ) and who are not on anticoagu-
ants. An Early Market Authorization (Autorisation d’Accès Précoce - AAP)

ould be submitted to the French regulatory agencies ANSM ( Agence Na-

ionale de Sécurité du Médicament et des produits de santé - French Agency
or the Safety of Medicines and Health Products) and HAS ( Haute Au-

orité de Santé - French Health Authority). If approved, this could allow
or lecanemab to be used in clinical practice in France in 2025 [ 3 ]. 

In the CLARITY-AD trial, stringent inclusion and exclusion criteria
ere applied to identify early AD patients, ensuring the selection of

uitable candidates and minimizing adverse events, such as Amyloid-
elated Imaging Abnormalities (ARIA) [ 4 ]. Only 17 % of eligible pa-

ients in a monocentric American cohort met none of the exclusion cri-
eria for lecanemab treatment [ 5 ]. American and Korean guidelines have
lready been published to support the use of lecanemab in clinical prac-
ice adapted to available resources and existing national clinical prac-
ices [ 6 , 7 ]. The Fédération des Centres Mémoire (French Federation of
emory Clinics - FCM ) proposes its recommendations in this document

o enable clinicians to select patients, administer lecanemab and mon-
tor its possible side effects in the French Healthcare system with an
ptimal risk-benefit ratio. 

The methods of these recommendations are detailed in the Supple-
entary Material. To accommodate an international audience and stim-
late discussions among different healthcare systems around the world,
e also provide a summary of key points regarding the current French

ontext for clinical diagnosis and treatment of AD in the Supplementary
aterial. 

. Recommendations for prescription and administration 

.1. How should the indication for lecanemab be determined and 

iscussed? 

.1.1. Arguments 

The CLARITY-AD trial showed positive results for 10mg/kg
ecanemab infusions every two weeks in primary and secondary out-
omes, including Caregiver Burden and Quality of Life [ 8 ]. However,
oncerns have been raised about its clinical relevance at 18 months
nd beyond, due to the modest effect size and uncertainty regarding
ong-term efficacy [ 9–11 ]. Besides, using the EMA side effects frequency
lasses terminology [12] , ARIA were “very common ” (21.5 %), serious
dverse events due to ARIA “common ” (1.1 %), and deaths due to ARIA
uncommon ” (at least 1 case was reported in the open-label extension
ith no obvious confounding factor, 4 in all) [ 13 ]. These findings high-

ight the importance of a careful, individualized, risk-benefit evaluation,
ncluding clinical, neuropsychological, biological, genetic, and imaging
ata, before treatment initiation. 

.1.2. Recommendations 

We recommend an open, multidisciplinary consultation meeting to
iscuss the indications and contraindications of lecanemab. The atten-
ees of this meeting should at least include one physician from a CMRR

 Centres Mémoire de Ressources et de Recherche – Tertiary Memory Clinic)
ith expertise in anti-amyloid antibodies, such as a geriatrician, a neu-

ologist, or a psychiatrist, along with a neuroradiologist. Ideally, the
eeting should also involve a neuropsychologist and a nuclear medicine

pecialist for a more comprehensive perspective. The meeting will par-
icularly assess the individualized risk of symptomatic and severe ARIAs
see specific section). 

Discussions from these meetings should be communicated with ap-
ropriate language to the patient and their care partner for a shared-
ecision making process. While the presence of a care partner is prefer-
ble, their absence is not a contraindication for lecanemab treatment. 
2

.2. In which facility should lecanemab be administered? 

.2.1. Arguments 

In France, the location of drug administration is determined by regu-
atory prescribing information. Due to its high cost and adverse events,
ccessibility to the drug is expected to be limited. Therefore, it is likely
hat the drug will be restricted to hospital use, especially during the
nitial commercial stages. 

.2.2. Recommendations 

Drug administration should be, first and foremost, aligned with regu-
atory prescribing information. Ideally, they should not be limited to cer-
ified Memory Clinics such as Consultation Mémoire de Territoire (Terri-
orial Memory Consultation) , or CMRR . However, the facility must have
ssential resources, including participation in the French Alzheimer’s
egistry ( BNA, Banque Nationale Alzheimer ), ability to manage infusion
eactions, and access to brain MRI (1.5 or 3T) for contraindications as-
essment and ARIA monitoring. The facility must also have set up a care
athway for monitoring and managing ARIA, and proposed a specific
raining on ARIA for radiologists. At present, home treatment adminis-
ration is not approved. Nevertheless, progress in drug delivery systems
nd safety may open the door for future consideration of home treat-
ent administration feasibility. 

. Recommendations for assessing eligibility based on the 

everity of cognitive and functional impairments 

.1. How can the early stage of the disease be assessed in routine clinical 

ractice to determine eligibility for lecanemab? 

.1.1. Arguments 

Lecanemab has been tested in patients with early AD in CLARITY-AD,
ncluding MCI due to AD and mild AD dementia [ 14–16 ]. The patients
ad cognitive complaints and impairment in one or more cognitive do-
ains but no or mild decline in autonomy, with Mini Mental Status
valuation (MMSE) score between 22 and 30, and CDR global score of
.5 for MCI and 0.5 to 1 for mild dementia. Post-hoc analyses showed
linical benefits in both MCI and mild AD subgroups [ 2 ]. 

Various clinical criteria can help assess AD severity. Diagnostic and
tatistical Manual of Mental Illnesses fifth edition (DSM-V) criteria, for
nstance, differentiate between minor and major neurocognitive dis-
rders based on interference with independence. The DSM-V suggests
hree levels of severity for major neurocognitive disorders: mild (instru-
ental activities of daily living), moderate (basic activities of daily liv-

ng), and severe (fully dependent) [ 17 ]. 
The MMSE is commonly used to assess the level of cognitive impair-

ent but may overestimate its severity in individuals with lower educa-
ional levels, non-native language speakers, or progressive aphasia [18–
0] . In such cases, the threshold of 22/30 may require reconsideration.

The Lawton Instrumental Activities of Daily Living (IADL) scale, rec-
gnized for its user-friendly design and reliability, is commonly used in
linical and research contexts to describe a patient’s ability to manage
omplex daily tasks [21] . Combining the Lawton scale with other assess-
ent tools, like the CDR scale, can yield a more balanced understanding

f the disease’s stage and its implications for patient care. 

.1.2. Recommendations 

Aligned with the EMA marketing authorization, lecanemab is recom-
ended for patients with early AD, including MCI or mild AD dementia

 22,23 ]. We recommend that this could also be understood as minor and
ajor neurocognitive disorder with a mild impact on daily functioning,

ccording to DSM-V criteria [ 24 ]. 
A MMSE score of 22 or higher is typically required, though lower

cores may apply to individuals with limited education or language abil-
ties. 
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We emphasize the integration of functional assessments into clinical
valuations for a more comprehensive perspective on AD stage beyond
ognitive measures such as the MMSE. A CDR global score of 0.5 or 1 is
ecommended when considering treatment. While we do not propose a
pecific cutoff score for the Lawton IADL scale to determine treatment
ligibility, we recommend its use to support a thorough functional as-
essment, which is crucial for guiding multidisciplinary team decisions
egarding the treatment of complex older adults. 

. Recommendations for assessing eligibility based on clinical 

henotype and biomarkers 

.1. Which clinical phenotypes and biomarker profiles qualify for 

reatment with lecanemab? 

.1.1. Arguments 

Lecanemab was tested in patients with memory impairment (Wech-
ler Memory Scale IV - Logical Memory 2 < 1 SD, WMS IV – LM II), and
 positive AD biomarker (visual reading of amyloid PET or CSF total
au/A 𝛽42 ratio). Atypical forms of AD were not excluded if they met
nclusion criteria. 

AD is the primary pathological diagnosis in primary progressive
mnestic syndrome ( ∼75–80 % [ 25 ]), logopenic variant primary pro-
ressive aphasia ( ∼76 % [ 26 ]), and posterior cortical atrophy ( ∼94 %
 27 ]). Amyloid PET imaging, fluid biomarkers, and comorbid pathology
re comparable between these three phenotypes of AD [ 28–32 ]. These
ndings support the classification of these three phenotypes as common
D phenotypes according to the 2021 International Working Group AD
iagnostic criteria [ 33 ]. Therefore, there are no obvious biological argu-
ents against the effectiveness of AD pathology-targeting treatments for

hese patients. Moreover, APOE4 prevalence, which increases the ARIA
isk (see specific section), is usually lower in atypical AD ( ∼40 %) than in
LARITY-AD (69 %) [ 34 , 35 ], suggesting an acceptable risk-benefit pro-
le in atypical AD. However, on top of amyloid pathology and APOE4

tatus, these patients may be different in terms of age, sex, progno-
is, tau pathology, and psychiatric comorbidities [ 35 , 36 ] that should be
arefully reviewed during the risk-benefit ratio assessment in multidis-
iplinary meetings (see specific sections). Moreover, the CDR and other
onventional outcomes may not fully capture the distinct deficits asso-
iated with atypical AD phenotypes, which may limit the applicability
nd relevance of observed treatment effects to their specific condition. 

Caution should be emphasized for uncommon phenotypes of AD,
.e., the cortico-basal syndrome, the behavioral variant, the dysexecutive
ariant, and the non-logopenic variants of primary progressive aphasias
 33 ]. In these situations, Alzheimer’s pathology can often be a comorbid
nd not the primary condition [ 26 , 37–40 ]. As a result, anti-amyloid im-
unotherapies may have reduced efficacy while retaining side effects,

mpacting the therapeutic index of these treatments. While criteria have
een proposed for behavioral and dysexecutive variants of AD [ 41 , 42 ],
hey have not been tested across large neuropathological series, prevent-
ng the evaluation of their ability to distinguish AD as the primary or a
omorbid pathology. Similarly, in individuals with another phenotype
utside the common or uncommon phenotypes of AD, biomarker posi-
ivity is more likely to prove AD as a comorbid pathology [ 43 ]. To date,
he clinical efficacy of lecanemab has not been supported by any data
or asymptomatic AD biomarker-positive individuals or those with AD
athology as a comorbid condition. 

Several CSF biomarkers have been validated for clinical use, but the
ombined interpretation of two CSF biomarkers can improve diagnostic
ccuracy. The " A +/ T + approach" and ratios (A 𝛽42/40, pTau181/A 𝛽42)
ave both been shown to have higher diagnostic accuracy than indi-
idual biomarkers [ 37 , 44 ]. The CSF " A +/ T + approach" demonstrated
00 % specificity but lower sensitivity (65 %), while A 𝛽42/40 and
Tau181/A 𝛽42 ratios had higher sensitivity (86–89 %) and high but not
00 % specificity (92–96 %). The total tau/A 𝛽42 ratio used in CLARITY-
D has received less evidence against neuropathological validation. Ad-
3

itionally, amyloid PET demonstrates high sensitivity and specificity
sensitivity 96–98 %, specificity 89–100 %) [ 45 , 46 ]. In France, CSF anal-
sis is recommended as the first-line investigation for AD biomarkers,
ith amyloid PET recommended as a 2nd-line investigation if lumbar
uncture is contra-indicated or if CSF analysis results are inconclusive.
au PET has recently been granted EMA approval but has not yet been
pproved in France. Its prescribing information and reimbursement re-
ain to be established. We do not anticipate an important role for tau
ET in selecting or monitoring patients for lecanemab, as its availability
ill likely remain limited, as for amyloid PET. 

Plasma biomarkers, especially pTau217, have demonstrated excel-
ent diagnostic performances against amyloid PET [ 47 ]. They are tran-
itioning to clinical practice, as most widely used automated test equip-
ent manufacturers for CSF AD biomarkers in France have submit-

ed FDA regulatory filings for pTau 217/ 𝛽-Amyloid 1–42 plasma ra-
io (Fujirebio® Lumipulse) or have been granted FDA Breakthrough
evice designation for plasma pTau217 (Roche® Elecsys). Contrary to
au PET, we anticipate that the availability, limited invasiveness, and
ost of plasma biomarkers will facilitate the care pathways imposed
y lecanemab. In France, the reimbursement for the measurement of
hosphorylated-tau species and A 𝛽 peptides applies to all fluids, not
ust CSF, thereby already allowing the reimbursement of plasma mea-
urements. Applying a double threshold to classify results into three cat-
gories (negative, intermediate, positive) enables the adjustment of sen-
itivity and specificity to meet specific clinical requirements, such as a
ery high positive predictive value [ 48 ]. Moreover, recommendations
or the use of plasma biomarkers have recently been published to facil-
tate the process of selecting eligible patients for treatment [ 49 ]. 

.1.2. Recommendations 

Cognitive testing and AD biomarker investigation are mandatory
efore starting lecanemab therapy ( Fig. 1 ). Given the complexity of
ecanemab treatment, it is essential to prioritize a high positive predic-
ive value of the diagnostic procedure by ensuring both high biomarker
pecificity and pre-test probability for Alzheimer’s pathology. 

Lecanemab is recommended for common AD phenotypes (amnes-
ic syndrome [a.k.a. as typical], logopenic variant primary progressive
phasia, or posterior cortical atrophy) with abnormal CSF biomarkers
 A + / T + ) or positive (visual reading) amyloid PET. In case of inconclu-
ive CSF analyses (A-/ T + or A + /T-), we recommend performing amyloid
ET to confirm biomarker positivity (in A-/ T + individuals, the A- status
hould first be confirmed by a normal A 𝛽42/40 ratio before considering
econd-line amyloid PET). 

Lecanemab is not recommended for uncommon AD phenotypes
cortico-basal syndrome, dysexecutive variant, behavioral variant, non-
ogopenic variants of primary progressive aphasia) or any other pheno-
ype, regardless of AD biomarker positivity. Lecanemab is not recom-
ended for asymptomatic AD biomarker-positive individuals. 

Plasma biomarkers, once fully approved, may serve for AD
iomarker investigation for lecanemab eligibility, reducing the need
or invasive lumbar punctures and associated discomfort and sampling
osts. To achieve a high positive predictive value in this therapeutic
ontext, we recommend employing a double-threshold approach. The
igh threshold should differentiate between intermediate and positive
esults categories with a specificity of at least 97.5 % against CSF or
ET gold standards. This ensures a positive predictive value of ≳ 99 %
hen the pre-test probability of Alzheimer’s pathology is ≳ 70 %, typical
f common AD phenotypes. Under these conditions, similar to the cur-
ent performances of CSF and PET biomarkers, a patient with a common
D phenotype classified as positive based on a plasma biomarker may
e considered eligible for lecanemab. Individuals in the intermediate
ategory should continue to undergo lumbar puncture or amyloid PET.
or those with negative plasma results, further assessment via lumbar
uncture or amyloid PET should be determined on a case-by-case ba-
is, considering the negative predictive value. Careful attention must be
iven to the threshold set for plasma test positivity, as the recommended
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Fig. 1. recommendations related to cognitive severity, phenotype and biomarkers profiles. 
Abbreviations: CI, contraindication; CSF, CerebroSpinal Fluid; LP, Lumbar Puncture; MMSE, MiniMental State Examination; PET, Positron Emission Tomography. 
∗ To be discussed in multidisciplinary consultation meetings for individuals with low education or language abilities. 
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ouble threshold with 97.5 % specificity may differ from the standard
hresholds provided by manufacturers or laboratories. 

Multidisciplinary meetings may discuss exceptional cases outside
hese recommendations at the discretion of the attending physician. 

. Recommendations for assessing eligibility based on APOE 

enotype 

.1. Is the knowledge of the APOE genotype status necessary to be eligible 

or lecanemab? 

.1.1. Arguments 

APOE genotype served as a randomization stratum in the CLARITY-
D trial, limiting the risk of bias in the subgroup analysis. Post-hoc
nalyses revealed that lecanemab’s efficacy in APOE4 homozygotes was
umerically centered around zero, unlike the clearer benefits observed
n heterozygotes and non-carriers (after 18 months of follow-up, the
DR-SB evolution was 1.22 for patients on lecanemab, compared to 1.75

or the placebo group among the 1521 APOE4 heterozygotes and non-
arriers). APOE4 homozygotes face significantly higher risks of ARIA
ompared to other genotypes, with ARIA-edema (ARIA-E - 32.6 %) and
RIA-hemorrhage (ARIA-H - 38.3 %) rates markedly elevated under

reatment. Preliminary data from the Open-Label Extension showed sim-
lar ARIA incidence for a total of 1612 treated patients, including 249
POE4 homozygotes [50] . APOE4 genotype was often reported in severe
ases of ARIA [13,51,52] , and the two published cases of death with con-
omitant serious ARIA were APOE4 homozygotes [13,51] . These find-
ngs justified EMA’s decision to restrict lecanemab use to patients with
ne or no APOE4 copy. 

.1.2. Recommendations 

Aligned with the EMA recommendation, we recommend that APOE

enotyping be performed for all treatment candidates to provide valu-
4

ble information for risk discussions in APOE4 heterozygotes and assess
he risk-benefit ratio for lecanemab. APOE4 homozygotes should not re-
eive lecanemab, as currently available data shows an unfavorable risk-
enefit ratio. It is important to counsel patients on the implications of
enetic testing, as it has a crucial role in appropriate treatment discus-
ions and impacts their relatives. 

. Recommendations for assessing eligibility based on age and 

railty 

.1. Is there a lower age limit to receive lecanemab? 

.1.1. Arguments 

Symptoms of AD usually develop after 65 years of age, but around
.5 % of cases begin before 65, known as early-onset AD (EOAD) [ 53 ].
ate-onset AD (LOAD) and EOAD share similar core neuropathologi-
al features [ 54 ]. The role of 𝛽-amyloidosis in both EOAD and LOAD
athogenesis is well-established [ 55 ], providing a rationale for evalu-
ting anti-amyloid immunotherapies in EOAD patients with autosomal
ominant mutations [ 56 ]. 

However, EOAD differs from LOAD regarding clinical, genetic, and
athophysiological features that may affect clinical trials outcomes.
OAD patients exhibit more frequently an accelerated disease course
57] , atypical clinical phenotypes [ 58 ], higher grey matter atrophy, dif-
erent topographical distribution of tau pathology on tau-PET [ 58–61 ],
igher density of neurofibrillary tangles [32] and a less frequent but
ighly prevalent non-AD copathology [32] . They also have a higher
ikelihood of carrying two APOE4 alleles [ 62 ] or autosomal dominant
athogenic variants in the APP, PSEN1 , or PSEN2 genes, which may also
onfer a higher risk of cerebral amyloid angiopathy (CAA). 

The CLARITY-AD study did not include individuals under 50, and
ther trials using anti-amyloid immunotherapies have set the minimum
ge for inclusion between 50 and 60. Therefore, limited data is avail-



N. Villain, V. Planche, M. Lilamand et al. The Journal of Prevention of Alzheimer’s Disease 12 (2025) 100094

a  

I  

i  

t
 

a  

fi  

b  

h  

i

6

 

m  

t  

l  

c  

E  

t  

c  

t  

e  

u

6

6

 

t  

t  

p  

E  

t
 

C  

s  

h  

n  

c  

h  

f  

s  

e

6

 

l  

t  

t  

d  

o
 

t  

i

6  

t

6

 

d  

p  

i  

s  

i  

f

6

 

b  

p  

m  

s  

d  

q

7

c

7

7

 

t  

a  

n  

n
 

c  

s  

p  

c  

m  

d  

m  

e
 

C

7

 

i
 

o  

m  

b

 

 

 

 

 

c

8

8

8

 

d  

q  

i  

G  

a  

c
 

n  

s  

i  
ble on younger patients, except for those included in the Dominantly
nherited Alzheimer Network Trial Unit that tested other anti-amyloid
mmunotherapies than lecanemab [ 56 ]. This population does not appear
o have a higher incidence of ARIA [ 63 ]. 

Post-hoc analyses of EOAD patients from CLARITY-AD (353 patients
ged between 50 and 65 years old) did not show a significant bene-
t of lecanemab over placebo on CDR-SB and ADAS-Cog14. However,
ecause age was not a randomization stratum, the validity of these post-
oc analyses is limited. Safety data for subjects under 65 were not specif-
cally reported. 

.1.2. Recommendations 

We recommend against setting a lower age limit for anti-amyloid im-
unotherapy. Our position is that chronological age alone is not the de-

ermining factor that affects the risk-benefit ratio, but rather the patho-
ogical and genetic traits associated with EOAD (which can be exclusion
riteria, like APOE4 homozygosity). We do not recommend excluding
OAD individuals with autosomal dominant inherited mutation unless
hey exhibit imaging features of CAA (see specific section). However, a
omprehensive risk assessment is still necessary, especially considering
heir genetic background, which may increase the risk of ARIA. Since
fficacy data is currently limited, detailed and clear information about
ncertainty should be provided to the patient and their care partner. 

.2. Is there an upper age limit to receive lecanemab? 

.2.1. Arguments 

The CLARITY-AD protocol excluded subjects over 90, while 239 par-
icipants (13.3 %) were over 80 years old. The clinical effect size in
he CLARITY-AD participants over 75 was numerically favorable in a
ost-hoc analysis, similar to that reported by the aducanumab phase III
MERGE clinical trial [64] . In contrast, the donanemab phase III clinical
rial showed no noticeable age effect [ 65 ]. 

Lecanemab administration was limited to patients below 90 in
LARITY-AD to avoid high screen failure and attrition rates in elderly
ubjects [ 66 ]. Multimorbidity or polypharmacy in the oldest adults may
inder their access to lecanemab therapy (see specific section). Non-
eurological disorders, such as malnutrition, significantly influence the
ourse of cognitive decline in older adults [ 67 ]. Anticholinergic drugs,
earing loss, or sarcopenia have also been pointed out as predictors of
aster evolution [ 68–70 ]. Although the effect of lecanemab has not been
tudied in AD patients with such comorbidities, they should be consid-
red in the risk-benefit ratio assessment. 

.2.2. Recommendations 

We do not recommend chronological age-based restriction for
ecanemab therapy. Rather than age, comorbidities and functional sta-
us affecting the risk-benefit ratio should be considered. As lecanemab
reatment requires multiple visits, attention should be paid to mobility
isorders, chronic pain, or mental health conditions that may affect the
ldest patients’ quality of life. 

When deemed necessary, the oldest candidates should be referred
o a geriatrician for a comprehensive geriatric assessment, which can
nform multidisciplinary consultation meetings. 

.3. Should frailty be assessed in older adults before considering lecanemab

herapy? 

.3.1. Arguments 

Frailty, a condition that increases susceptibility to stressors and re-
uces physiological reserves, predicts chemotherapy intolerance and
oor treatment outcomes in older adults with cancer [ 71 , 72 ]. Frailty
s linked to the odds of AD dementia, and as it increases, the relation-
hip between pathology and dementia weakens [ 73 ]. Although no data
s currently available regarding the effect of lecanemab in frail patients,
railty may influence the efficacy of anti-amyloid immunotherapy. 
5

.3.2. Recommendations 

Frailty scales like the FRAIL scale [ 74 ] or Fried’s criteria [ 75 ] could
e used as screening tools to refer the oldest AD patients for a com-
rehensive geriatric assessment before introducing anti-amyloid im-
unotherapies. These tools can help identify the need for a comprehen-

ive evaluation of geriatric syndromes and facilitate a multidisciplinary
iscussion. However, the relevance of frailty scales in this context re-
uires further investigation. 

. Recommendations for assessing eligibility based on 

omorbidities and concomitant medications 

.1. Which comorbidities limit eligibility for lecanemab? 

.1.1. Arguments 

Over 50 % of CLARITY-AD participants received symptomatic AD
reatments (acetylcholinesterase inhibitors, memantine), which served
s a randomization stratum. Post-hoc analyses did not reveal any sig-
ificant difference in lecanemab efficacy between individuals taking or
ot taking these drugs. 

Lecanemab was not tested in the presence of any other neurologi-
al conditions, metabolic dysfunction, infectious disease, sensory loss,
ubstance abuse, or psychiatric disorders that could interfere with study
rocedures or indicate a dementia diagnosis other than AD. Comorbid
onditions that could affect drug efficacy and/or safety (e.g., other im-
unotherapies or immunosuppressors, any uncontrolled immunological
isease), or significantly impact the prognosis of the participant (e.g.,
alignant neoplasms, cardiac, respiratory, gastrointestinal, renal dis-

ase which are not stably and adequately controlled) were excluded. 
Females who were breastfeeding or pregnant were excluded from the

LARITY-AD trial. 

.1.2. Recommendations 

Acetylcholinesterase inhibitors and memantine can be continued or
nitiated during the lecanemab treatment period. 

Given the lack of data on the interaction of lecanemab with numer-
us comorbid conditions, multidisciplinary meetings should review co-
orbid conditions and address the following questions to assess the risk-

enefit ratio: 

1) Does the comorbid condition primarily and significantly affect cog-
nition and function despite positive biomarkers? 

2) Will the comorbid condition likely interfere with the expected safety,
magnitude, and temporality of lecanemab’s efficacy, thereby impact-
ing its risk-benefit ratio? 

3) Will the comorbid condition likely affect treatment compliance and
monitoring? 

Behavioral and psychological symptoms of comorbid primary psy-
hiatric disorders must be distinguished from those due to AD. 

. Recommendations for MRI assessments 

.1. What are the best MRI sequences for the detection of ARIA-H? 

.1.1. Arguments 

ARIA-H refers to hemosiderin deposits detected on T2∗ -weighted gra-
ient echo (GRE-T2∗ ) or susceptibility-weighted imaging (SWI) MR se-
uences. The STandards for ReportIng Vascular changes on nEuroimag-
ng (STRIVE) criteria recommend GRE-T2∗ or SWI [ 76 ] sequences, with
RE-T2∗ as the only option used in anti-amyloid immunotherapy tri-
ls [ 4 ]. The image acquisition protocol in France depends on the local
enter, based on either GRE-T2∗ or SWI on a 1.5 or 3 Tesla scanner. 

SWI sequences, with higher magnetic field and thinner slice thick-
ess, provide better lesion contrast for CMH, enabling the detection of
maller and around three times more CMH than GRE-T2∗ [ 77 ]. SWI rat-
ngs also demonstrate greater disseminated cSS and higher multifocality
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cores [ 78 ]. Due to the increased sensitivity of SWI sequences, more pa-
ients would be excluded from treatment with lecanemab when using
imilar CMH cutoffs, as its imaging protocol was based on the GRE-T2∗ 

equence. 
Most clinical routine GRE-T2∗ sequences differ from those employed

n CLARITY-AD and anti-amyloid clinical trials. These trials have estab-
ished CMH and cSS cutoffs using longer echo times (TE) ( ≥ 20 ms) [ 4 ],
mpacting microhemorrhage detection [ 79 ]. 

.1.2. Recommendations 

We recommend using GRE-T2∗ sequence with long TE ( ≥ 20 ms) to
etect ARIA-H since there is no established equivalence between CMH
utoffs determined with long TE GRE-T2∗ and SWI sequences. If base-
ine imaging has been performed with a SWI sequence, we recommend
erforming MRI monitoring with the same sequence and field strength
1.5 or 3T). 

Real-world registries will help establish equivalence between SWI
nd GRE-T2∗ sequences with long TE to determine the CMH, cSS thresh-
lds for lecanemab eligibility and monitoring. 

.2. What are the MRI-based contraindications? 

.2.1. Arguments 

In CLARITY-AD, MRI was required for eligibility and safety monitor-
ng. MRI-based exclusion criteria during screening included evidence of
ther clinically significant lesions indicating a dementia diagnosis other
han AD, cerebral contusion, encephalomalacia, unruptured intracranial
ascular malformations, infectious lesions, multiple lacunar infarcts or
troke, severe small vessel disease, space-occupying lesions, or brain tu-
or. Exclusion criteria for MRI scans were implemented to identify MRI

isk factors of ARIA, including severe ARIA-E, and hemorrhage: ≥ 5 cere-
ral microhemorrhages (CMH, ≤ 10 mm in the greater diameter), ≥ 1
acrohemorrhage ( > 10 mm), ≥ 1 area of focal or disseminated cortical

uperficial siderosis (cSS), evidence of vasogenic edema. 
MRI risk factors of ARIA include pre-existing lobar CMH and cSS,

ighlighting CAA as an important risk factor for ARIA [ 6 , 80 , 81 ]. The
lzheimer’s Association research roundtable workgroup recommended
 cutoff value of 4 for the number of CMH (without explicitly stating
heir lobar location) [ 7 ]. However, this cutoff may not fully estimate
he global hemorrhagic risk due to CAA. Baseline CMH are known to in-
rease ARIA risk, identified even in cases with less than four CMH [82] .
n gantenerumab and donanemab trials, where patients with one cSS
ere eligible, cSS was associated with a higher risk for ARIA [ 81 , 82 ].
 recent death from a cerebral macrohemorrhage on trontinemab was
lso reported in a phase Ib/IIa study in a patient with baseline cSS [ 83 ].
n patients with CAA, cSS is a risk factor for future first-ever symp-
omatic intracerebral hemorrhage (ICH) [ 84 ]. Boston Criteria v1.5 for
robable CAA are the best predictors of ICH risk in clinically-diagnosed
AA patients [85,86] , particularly the presence of cortical or cortical-
ubcortical hemorrhage and/or cSS, contrary to Boston v2.0 criteria
86] . Conversely, deep hemorrhages, commonly associated with hyper-
ension, are not indicative of CAA. Cardiovascular risk factors for arteri-
losclerosis do not generally increase the ARIA risk [ 81 , 87 ]. However,
igh mean arterial pressure ( ≥ 107 mmHg) and antihypertensive treat-
ents were found to be associated with an increased and lesser risk,

espectively, of ARIA-E in the phase 3 clinical trial of donanemab [ 82 ].
Neuropathologically-defined CAA is frequently associated with AD

79.2 % of AD cases exhibit any form of CAA, while 23.3 % display
evere CAA) [ 88 ], but the incidence of ARIA was found to be much
ower in the CLARITY-AD study (12.6 % of ARIA-E and 17.3 % of ARIA-
). This suggests that any form of comorbid CAA is not the only factor
nderlying ARIA. 

.2.2. Recommendations 

Patients with MRI contra-indications should avoid lecanemab ther-
py as MRI is necessary for risk-benefit evaluation and safety monitor-
6

ng. Specific cases of MRI-compatible pacemakers should be discussed
n a case-by-case basis, notably considering the potential need for un-
lanned MRI in the case of ARIA. 

A recent baseline brain MR ( < 6 months), is recommended before ad-
inistering lecanemab. New or unusual neurological symptoms within

hese 6 months should prompt a new MRI. 
Patients with at least one of the following MRI risk factors for ARIA

nd/or ICH should be excluded from lecanemab therapy: 

- ≥ Two lobar CMH (Boston v1.5 criteria for probable CAA) [ 85 ], 
- ≥ Five CMH (anywhere in the brain), 
- ≥ One area of cSS (focal or disseminated), 
- ≥ One macrohemorrhage > 10 mm, 
- Recent evidence of vasogenic edema, 
- Multiple lacunar infarcts, 
- Severe subcortical white matter hyperintensities (Fazekas 3), 
- Ischemic stroke involving a major vascular territory must be evalu-

ated on a case-by-case basis, considering the patient’s age, the cause,
the hemorrhagic risk, and the potential link of the affected territory
with cognitive decline. 

Additionally, patients with brain lesions deemed to primarily cause
ognitive decline should also be excluded from lecanemab therapy, as
n CLARITY-AD. 

Collecting baseline and follow-up MRI markers based on Boston cri-
eria v1.5 and v2.0 features will be essential to comprehend the rela-
ionship between CAA and ARIA [85,89] . 

. Recommendation for MRI follow-up 

.1. What should the MRI monitoring be during treatment? 

.1.1. Arguments 

In CLARITY-AD, safety MRIs were performed before the 5th, 7th,
4th, 27th, and 40th biweekly infusions of lecanemab and at each clin-
cal suspicion of ARIA. The EMA and the FDA recommend obtaining
n MRI before the 5th, 7th, and 14th infusions, regardless of the APOE

tatus, and whenever ARIA is suspected. The US Appropriate Use Rec-
mmendations (AUR) recommend an additional MRI before the 26th
nfusion for APOE4 carriers and those with a history of ARIA. 

Around 50 % of ARIA cases occurred before week 8 (before 5th infu-
ion) for APOE4 homozygotes, week 11 (before 7th infusion) for APOE4

eterozygotes, and week 6 (before 4th infusion) for non- APOE4 carri-
rs patients [ 50 ]. 80 % of ARIA cases occurred before week 24 (before
3th infusion) for APOE4 homozygotes, week 25 (before 14th infusion)
or APOE4 heterozygotes, and week 11 (before 7th infusion) for non-
POE4 carriers [ 50 ]. ARIA was still observed in approximately 1 % of
on- APOE4 patients after week 11 (7th infusion), and in approximately
 % of patients, only APOE4 carriers, after week 26 (14th infusion) [ 50 ].
fter week 53 (27th infusion), ARIA was still observed in approximately
 % of patients, only APOE4 carriers [ 50 ]. 

The two published deaths with concomitant serious ARIA were
POE4 homozygotes who experienced severe ARIA symptoms after the
rd infusion of lecanemab [ 13 , 51 ]. 

.1.2. Recommendations 

In line with the EMA recommendation, we recommend safety MRI
cans before the 5th, 7th and 14th infusions and whenever ARIA is sus-
ected, regardless of the APOE status. 

Given the observed ARIA rate in the CLARITY-AD trial, we also rec-
mmend an additional MRI before the 3rd infusion. For APOE4 carriers,
n MRI before the 27th infusion is recommended due to the residual
RIA risk in this group ( Fig. 2 and Table 1 ). 

The ARIA risk declines to approximately 1 % in non- APOE4 carriers
arlier than in APOE4 carriers. If confirmed in real-world clinical prac-
ice, the MRI monitoring before the 14th infusion in non-carriers may
e deemed unnecessary in the future. 
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Fig. 2. MRI monitoring to screen for ARIA. 
Blue vertical bars illustrate biweekly lecanemab infusions. Green vertical bars illustrate lecanemab infusions requiring a safety MRI before infusion initiation. Grey 
MRI icons illustrate additional MRI monitoring in APOE4 carriers only. 

Table 1 

MRI monitoring to screen for ARIA. 

MRI scan CLARITY-AD criteria American recommendations [ 6 ] French recommendations 

Monitoring APOE4 carriers Week 9, week 13, month 6, month 12 and 
month 18 

Before the 5th, 7th and 14th infusions 
Additional safety MRI before the 26th 
infusion 

Before the 3rd, 5th, 7th and 14th 
Additional safety MRI before the 27th 
infusion 

APOE4 -non carriers Week 9, week 13, month 6, month 12 and 
month 18 

Before the 5th, 7th and 14th infusions Before the 3rd, 5th, 7th and 14th infusions 

Sequences ARIA-H detection GRE-T2∗ GRE-T2∗ or SWI Preferably GRE-T2∗ sequence with long 
TE (same sequence for ARIA monitoring) 

ARIA-E detection FLAIR and DWI FLAIR and DWI FLAIR and DWI 
Magnet 1.5T or 3T magnet Preferably on a 3T magnet 1.5T or 3T magnet (Same MRI machine 

for monitoring) 
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0. Recommendations for assessing eligibility based on the use of

ntithrombotic agents 

0.1. What are the recommendations related to anticoagulants and 

ntiplatelets use? 

0.1.1. Arguments 

The EMA has recommended that lecanemab must not be used by
eople receiving anticoagulant treatment. Only 79 participants received
nticoagulants in CLARITY-AD. The overall ICH incidence was 0.6 %
5/898) in the active group [2,50] . However, the incidence increased
pproximately fivefold in subjects on anticoagulants (2.5 %, 2/79) com-
ared to those without antiplatelets or anticoagulants (0.6 %, 3/545).
here was no anticoagulant effect on the incidence of CMH and cSS. 

Antiplatelet agents did not appear to increase the risk of ICH, and
he effect of dual antiplatelet therapy was not assessed. 

Preliminary data from the Open Label Extension show similar hem-
rrhage rates for a total of 1612 treated patients, including 147 on an-
icoagulants, and 8 ICH (2.7 % in patients on anticoagulants, 0.4 % in
hose without antiplatelets or anticoagulants) [ 50 ]. 

The cognitive efficacy of lecanemab was not significant in the sub-
roup of participants on anticoagulants in a post-hoc analysis. 

The aducanumab and gantenerumab phase 3 clinical trials excluded
atients on anticoagulants [ 64 , 90 ]. The safety results from the do-
anemab phase 3 trial did not differentiate between types of hemor-
hage [ 65 ]. 

0.1.2. Recommendations 

Aligned with the EMA, we recommend against lecanemab for pa-
ients on anticoagulants due to an unfavorable risk-benefit ratio. 

If a patient on lecanemab requires anticoagulation, temporary or
efinitive discontinuation of lecanemab may be necessary, depending
n the indication of anticoagulants: 

- For temporary anticoagulation (e.g., pulmonary embolism or deep-
vein thrombosis of the lower limbs without persistent risk factors),
temporary discontinuation of lecanemab is recommended. 

- For long-term anticoagulation (e.g., atrial fibrillation (AF)), perma-
nent discontinuation of lecanemab is recommended. Performing sys-
7

tematic percutaneous left atrial appendage occlusion is not recom-
mended as a routine procedure for patients with AF on lecanemab to
avoid anticoagulation [ 91 ]. An individualized decision may be con-
sidered in a multidisciplinary meeting based on the risk-benefit ratio
of the procedure and lecanemab continuation. 

As per CLARITY-AD protocol and American AUR, patients with an
ncontrolled bleeding disorder (platelet count < 50,000 or international
ormalized ratio [INR] > 1.5 for non-anticoagulant participants) should
ot receive lecanemab [2,6] . 

While antiplatelet agents can be used with lecanemab treatment,
aution is advised with dual antiplatelet therapy due to the increased
isk of bleeding and lack of data. 

These recommendations may lead to an update in the future. For in-
tance, current data indicate the highest risk of ARIA-E and -H within the
nitial 1–6 months following the initiation of lecanemab (see specific sec-
ion). If an anticoagulant needs to be initiated on lecanemab, based on
he treatment duration and recency of MRI monitoring and ARIA symp-
oms, it might be reasonable to differentiate between low ( > 6 months
n lecanemab, no recent radiological ARIA, no current ARIA symptom)
nd high-risk ( < 6 months on lecanemab, or recent radiological ARIA, or
urrent ARIA symptom) situations in the future. 

Caution is recommended when initiating anticoagulant therapy in
on-neurological emergencies for patients receiving lecanemab. A mul-
idisciplinary discussion involving the on-call neurologist is ideal be-
ore therapy initiation. However, in urgent, severe, and life-threatening
ases, the need for anticoagulants must prevail. 

0.2. What are the recommendations related to the use of intravenous 

hrombolytics? 

0.2.1. Arguments 

One case report has been published describing fatal cerebral hemor-
hages in a 65-year-old APOE4 homozygote on lecanemab (3 infusions)
ho received alteplase for suspicion of ischemic stroke [ 51 ]. Emergency
T revealed early ( ∼2 h after symptoms onset) hypodensities in multiple
ascular territories and occlusion of the M3 branch of the left middle
erebral artery ( https://www.fda.gov/media/169263/download ).

https://www.fda.gov/media/169263/download
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he autopsy showed extensive multifocal intraparenchymal hemor-
hages, CAA, high AD neuropathologic changes, and diffuse histiocytic
asculitis. Brain MRI that had been performed 81 days before the
troke, as per CLARITY-AD protocol, showed mild small-vessel disease,
ith no microhemorrhage, edema, or ARIA. In the TRAILBLAZER-
LZ6 trial, one participant from the modified titration group ex-
erienced persistent ARIA-E and stroke-like symptoms. Emergency
esponse included the administration of tissue type plasminogen
ctivator therapy; however, the participant died after brain hemor-
hage ( https://investor.lilly.com/news- releases/news- release- details/
odified- titration- donanemab- demonstrated- reduction- aria- e- early ). 
ther authors reported that severe ARIA can present as stroke mimics,
specially as partial seizures [ 13 , 52 , 92 ]. 

In France, most stroke centers have access to a 24/7 rapid MRI in
ase of acute stroke suspicion. 

0.2.2. Recommendations 

Thrombolytic agents should be considered with extreme caution in
atients on lecanemab due to the potential benefit of fibrinolysis in the
cute phase of ischemic stroke and the increased hemorrhage risk re-
ated to ARIA. Emergency rapid brain MRI should be performed when-
ver possible to rule out ongoing ARIA [ 87 ] and determine the risk-
enefit ratio of thrombolytics in this emergency situation. If ARIA is
etected or emergency rapid brain MRI is unavailable, alternative treat-
ents such as endovascular therapy should be considered when indi-

ated. 
Stroke and emergency clinicians assessing suspected stroke patients

hould be aware of ARIA as a potential differential diagnosis of stroke,
onsidering the “common ” rate of symptomatic ARIA in patients on
ecanemab [2,12] . 

Caution is recommended when initiating thrombolytics in non-
eurological emergencies for patients receiving lecanemab. A multi-
isciplinary discussion involving the on-call neurologist is ideal be-
ore therapy initiation. However, in urgent, severe, and life-threatening
ases, the need for thrombolytics must prevail. 

1. Recommendations on ARIA management 

1.1. What are the recommendations related to the ARIA management? 

1.1.1. Arguments 

ARIA are usually asymptomatic and resolve spontaneously or af-
er treatment discontinuation [ 93 ]. However, when symptomatic, they
an cause mild to severe symptoms such as headache, blurry vision,
onfusion, coma, seizure, or focal neurological deficit [13,52,92,93] .
n CLARITY-AD, symptomatic ARIA-E occurred in 2.8 % (25/898) and
ymptomatic ARIA-H in 1.2 % (11/898), with ICH reported in 5 patients
0.6 %) [ 50 ]. 

A recent case report has highlighted an ischemic stroke associated
ith ARIA in a patient treated with lecanemab, highlighting similarities
ith amyloid beta-related angiitis (ABRA) and central nervous system
asculitides [ 94–96 ]. 

An ARIA radiological severity score and the clinical status are used
o determine whether lecanemab should be discontinued [ 93 ]. Radiol-
gists’ training is crucial to comply with recommendations for a stan-
ardized imaging protocol and an ARIA reporting template that includes
he ARIA severity grading ( Table 2 ) [ 97 ]. 

ARIA’s radiological evolution, whether edematous or hemorrhagic,
emains poorly understood. A link between ARIA and long-term ventric-
lar enlargement has been suggested [ 98 ]. Limited data exist on factors
redicting ARIA-E evolution, including its size, expansion rate, decrease,
ssociation with ARIA-H, long-term clinical prognosis, recurrence risk,
nd association with clinical symptoms. Such information would allow
or more precise future recommendations on ARIA management. 

Corticosteroids have been used to manage symptomatic cases of
RIA based on shared clinical and radiological manifestations of CAA-
8

elated inflammation [ 92 , 99 ]. Early treatment with immunosuppressive
rugs such as corticosteroids, cyclophosphamide, or mycophenolate can
mprove the radiological and clinical course and reduce the likelihood of
ecurrence in cases of CAA-related inflammation patients [ 100 ]. High-
ose IV corticosteroids should be slowly oral tapered off to reduce the
ecurrence of CAA-related inflammation [ 101 ]. Plasmapheresis has been
onsidered to reduce the rate of circulating monoclonal antibodies re-
ponsible for severe ARIA [ 102 ]. In refractory severe cases of small ves-
els granulomatous vasculitides of the central nervous system, outside
AA-related inflammation, treatments beyond corticosteroids and cy-
lophosphamide have included discussions on the use of anti-CD20 and
nti-IL-6 therapies [103] . 

1.1.2. Recommendations 

ARIA management requires adopting prevention, detection, and
reatment approaches. Prevention involves assessing and communicat-
ng ARIA risk factors in multidisciplinary consultations and shared
ecision-making processes (see specific section). For detection, radiolo-
ists should be trained to use a standardized imaging protocol and ARIA
eporting template (see specific section). Optimal treatment involves a
learly defined clinical care pathway with established protocols at each
nfusion center. Patients and their relatives should receive written doc-
ments, such as a smartphone or wallet-sized drug card, outlining ARIA
ymptoms, contacts, and emergency measures. 

ARIA management depends on the severity of radiological abnormal-
ties and clinical symptoms ( Fig. 3 , Table 2 ). 

- In asymptomatic radiologically mild ARIA, treatment should con-
tinue. 

- In cases of radiologically moderate or severe ARIA or clinically non-
severe symptomatic ARIA, lecanemab infusions should be discontin-
ued. Clinical and MRI follow-up should be based on the severity of
symptoms and MRI abnormalities, with careful clinical monitoring,
symptom management, and monthly non-contrast MRI until ARIA-E
resolves or ARIA-H stabilizes. In cases of radiologically severe ARIA,
closer and more frequent scans may be necessary to monitor the pro-
gression of edematous lesions. 

- In cases of a radiologically severe ARIA-E with mass effect, and the
case of clinically severe ARIA-E, high-dose glucocorticoid treatment
should be considered (IV methylprednisolone 1 g /day for 3–5 days,
followed by an oral steroid taper over 3–6 months). Immunosuppres-
sant therapy and plasmapheresis should be considered in the absence
of rapid improvement. Anti-epileptic treatment should be started if
seizures occur. 

Additional factors that may impact management include APOE4 sta-
us, time to last dosing, time course of ARIA, and recurrence of ARIA. In
he absence of sufficient data, clinical judgment should guide decision-
aking. 

In case of concomitant ischemic stroke, a standard stroke cause as-
essment should be performed. If negative, the imputability of ARIA, as
n ABRA-like phenomenon, should be discussed in the shared decision-
aking of long-term antithrombotic treatment. 

Lecanemab treatment should not be resumed until ARIA-E has re-
olved or ARIA-H has stabilized, and this should be communicated for
 shared decision-making process. Lecanemab should be discontinued
ermanently in case of severe symptomatic ARIA, radiological severe
RIA, macrohemorrhage, one area of cSS, or more than two episodes of
RIA. 

2. Recommendation for treatment duration 

2.1. When should lecanemab be discontinued? 

2.1.1. Arguments 

The CLARITY-AD trial continuously treated participants for 18
onths at an early stage of AD, without planned drug discontinuation

https://investor.lilly.com/news-releases/news-release-details/modified-titration-donanemab-demonstrated-reduction-aria-e-early
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Table 2 

ARIA radiographic severity grading inspired by the US FDA Prescribing Information. Note that the severity rating of the cortical superficial siderosis and macrohe- 
morrhage has been adjusted to align with French recommendations. 

Type Mild Moderate Severe 

ARIA-E FLAIR hyperintensity confined to sulcus 
and/or cortex/subcortex white matter in 
one location < 5 cm 

FLAIR hyperintensity 5 to 10 cm in single 
greatest dimension, or more than 1 site of 
involvement, each measuring < 10 cm 

FLAIR hyperintensity > 10 cm with associated 
gyral swelling and sulcal effacement. One or more 
separate/ independent sites of involvement may 
be noted. 

ARIA-H ARIA-H micro or 
macrohemorrhage 

≤ 4 new incident microhemorrhages 5 to 9 new incident microhemorrhages 10 or more new incident microhemorrhages 
≥ 1 macrohemorrhage 

ARIA-H 

superficial siderosis 
≥ 1 area of superficial siderosis 

Abbreviations: ARIA-E, Amyloid-related imaging abnormalities-Edema; ARIA-H, Amyloid-related imaging abnormalities-Hemorrhage; FLAIR, FLuid-Attenuated In- 
version recovery. 

Fig. 3. recommendations related to ARIA management. 
∗ MRI monitoring may be closer, adjusted according to clinical and MRI abnormalities evolution. 
Abbreviations: ARIA, Amyloid-related imaging abnormalities; ARIA-H, Amyloid-related imaging abnormalities-Hemorrhage; ARIA-E, Amyloid-related imaging 
abnormalities-Edema; MRI, Magnetic Resonance Imaging; IV, IntraVenous. 
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xcept for safety reasons and participant preference (see specific sec-
ion). Consequently, both the effect of drug discontinuation and the rel-
vance of lecanemab therapy at later stage of AD are currently unknown.
n the other hand, ARIA risk is known to be almost null after 18 months
n treatment. 

FDA approved a monthly maintenance dosing of lecanemab in pa-
ients who completed the 18 months biweekly IV initiation phase [ 104 ].
n November 2024, Eisai has completed the rolling submission of a
iologics license application to the FDA for lecanemab subcutaneous-
utoinjector for weekly maintenance dosing. 

The donanemab trials took a different approach by testing an anti-
myloid immunotherapy that targets the pyroglutamate form of A 𝛽.
ndividuals with negative follow-up amyloid PET were switched to
lacebo as per the trial protocol. Conversely, lecanemab targets solu-
le protofibrillar forms of 𝛽-amyloid, which are not visible on amyloid
ET scans and may have their own toxicity [ 105 ]. 

The long-term effects and disease-modifying properties of lecanemab
emain unknown [ 9 ]. However, it is worth considering limited case
eports of AD patients immunized against amyloid- 𝛽 (AN1792) and
laque-free for 14 years, who eventually progressed to severe demen-
ia and extensive stages of tau pathology [ 106 ]. 

The general consensus in the field acknowledges that anti-amyloid
mmunotherapies may not be efficient at later stages of AD [ 107 ] and
urrent clinical practice in the US recommends stopping lecanemab infu-
9

ions once the moderate stages of AD have been reached [ 108 ]. Further-
ore, the treatment burden should not be underestimated, especially as

ncapacitation worsens. 

2.1.2. Recommendations 

It is currently impossible to establish an evidence-based guideline
or discontinuing lecanemab, except for safety or treatment burden rea-
ons (see specific section). Although a negative amyloid PET might be
onsidered for discontinuing the drug as per the donanemab trials, it is
mportant to note the pharmacodynamic differences between lecanemab
nd donanemab. We propose here a simple expert consensus statement
or lecanemab discontinuation. Therefore, the following good practice
tatement needs to be updated pending evidence-based practice in the
uture. 

After 18 months of dosing, we suggest systematic, detailed cognitive
esting, including the CDR scale. If the patient has progressed to moder-
te stages of dementia (e.g., CDR global score = 2 or 3, or any equivalent
valuation), we suggest treatment discontinuation. If the patient is still
t an MCI or mild dementia stage of AD (e.g., CDR global score = 0.5
r 1, or any equivalent evaluation), we suggest monthly 10mg/kg IV
erfusion (or weekly subcutaneous maintenance dosing of lecanemab
ccording to future EMA approval). For these individuals on mainte-
ance dosing, annual detailed cognitive testing could be performed to
e-evaluate the dementia stage. 
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We anticipate reluctance to stop treatment in the moderate stages
f the disease, particularly in the absence of alternative therapies. To
imit these difficulties, clear, fair, and appropriate information about the
onditions for stopping treatment should be part of the shared decision
aking when lecanemab is initiated. 

Any decision regarding drug discontinuation should be discussed in
ultidisciplinary consultation meetings, considering the changes in the

isk-benefit ratio over time and the lack of data. 

3. Recommendations for the management of infusion-related 

eactions 

3.1. How to manage the infusion-related reactions? 

3.1.1. Arguments 

In CLARITY-AD, infusion-related reactions occurred in 26.4 % of par-
icipants on lecanemab (vs. 7.4 % on placebo) and were the most com-
on symptomatic adverse events. Most reactions were mild to moderate

n severity (96 % grade 1 or 2) and usually occurred with the first infu-
ion (75 %) [ 2 ]. 

First-generation antihistamines are often poorly tolerated in the con-
ext of cognitive impairment due to their anticholinergic activity [ 109 ].
econd-generation antihistamines have a better tolerance profile. 

3.1.2. Recommendations 

Lecanemab is a humanized antibody and, as per the CLARITY-AD
rotocol, systematic premedication is not recommended. While severe
eactions are rare, emergency medications for anaphylaxis, such as
teroids, bronchodilators, oxygen, and epinephrine, must be available
t infusion centers. Emergency care pathways and procedures should be
stablished at each infusion center to prepare for possible severe ana-
hylaxis. 

- Grade 1 infusion reactions (mild and transient symptoms such as
headache, nausea, abdominal discomfort, elevated blood pressure,
chills, …) require no medication intervention. Infusion may con-
tinue. 

- Grade 2 infusion reactions (symptoms are moderate to severe and/or
persistent, also including rash, fever, and/or vomiting) require im-
mediate discontinuation of the infusion and treatment with 1 g of
intravenous acetaminophen, 1.5mg/kg of intravenous methylpred-
nisolone and 10 mg of oral cetirizine (or intravenous cetirizine, if
available) [ 110 ]. The prompt response to these medications defines
grade 2 infusion reaction. Infusions of lecanemab may be resumed
on subsequent occasions, using the same protocol as a premedication
1 hour before the infusion, with the infusion rate reduced by half. 

- Grade 3 (prolonged or recurrent symptoms and/or hospitalization)
or grade 4 reactions (life-threatening consequences) require perma-
nent discontinuation of lecanemab and treatment according to local
recommendations in agreement with intensive care units. 

4. Discussion 

After EMA approval, lecanemab could be granted Early Market Au-
horization in France and be used in clinical practice in 2025 [ 3 ]. How-
ver, transitioning from clinical trials to real-world clinical practice can
esult in higher adverse events and lower efficacy [ 111 ]. To ensure op-
imal patient outcomes in managing AD, French clinicians should fol-
ow standardized approaches to patient selection and administration of
ecanemab. These recommendations are aligned with the EMA market-
ng authorization, i.e. restricted prescription to non-carriers or heterozy-
ous carriers of the 𝜀 4 variant of the APOE gene, and to individuals not
aking anticoagulants. They do not replace regulatory prescribing infor-
ation but offer practical information for healthcare professionals in

harge of early AD patients. 
10
These recommendations primarily emphasize the need for a compre-
ensive risk-benefit ratio assessment involving clinical, neuropsycho-
ogical, biological, genetic, and imaging information that should be dis-
ussed in multidisciplinary consultation meetings and communicated to
he patient and their care partner using appropriate language to facili-
ate shared decision-making. 

The recommendations for lecanemab are mainly based on its pivotal
rial, similar to the American AUR and FDA prescribing information.
owever, some recommendations differ, ( Table 3 ). We recommend that
on-amnestic common AD phenotypes, such as logopenic variant pri-
ary progressive aphasia and posterior cortical atrophy, should not be

xcluded if AD biomarkers are positive. This is based on assessing AD
s the likely primary pathology responsible for the patient’s phenotype
 33 ]. Conversely, the CLARITY-AD protocol focuses on the amnestic
ariant, while the US AUR and prescribing information recommend ad-
itional information to non-amnestic patients. We recommend refrain-
ng from treating APOE4 homozygotes due to an unfavorable risk-benefit
atio, aligned with the EMA marketing authorization. Conversely, the
S AUR and prescribing information advise a careful shared decision-
aking process. We recommend not treating patients on anticoagu-

ants or with comorbid cerebrovascular disease due to an unfavorable
isk-benefit ratio, aligned with the EMA marketing authorization. This
ligns with the US AUR but contradicts the FDA’s prescribing informa-
ion, which advises caution. We recommend extending cerebrovascular
isease exclusion criteria to individuals fulfilling the Boston v1.5 crite-
ia for probable CAA due to the risk of amyloid-related ICH. Instead of
ontra-indicating thrombolytics for stroke like the US AUR, we recom-
end assessing the hemorrhagic risk with a rapid brain MRI when facing

mergencies requiring thrombolytic agents or anticoagulants [ 112 , 113 ].
ue to the increased predictive value of cSS for amyloid-related ICH, we

ecommend discontinuing lecanemab treatment upon any occurrence of
SS until further evidence emerges. This differs from the US AUR guide-
ines, which allow no baseline cSS and require more than one cSS for
ermanent discontinuation. 

We recommend an additional early safety MRI before the 3rd in-
usion, considering the early occurrence of ARIA in the CLARITY-AD
rial, and to further customize MRI monitoring according to the APOE4

tatus. Careful selection of the MRI sequence for detecting hemorrhagic
bnormalities is necessary, preferably using long TE GRE-T2∗ sequences
s long as equivalence between SWI and long TE GRE-T2∗ sequences
as not been established. It is recommended to establish a clinical care
athway with protocols for patients with ARIA, with trained physicians
nd radiologists with expertise in neurological emergency and intensive
are. Patients on lecanemab should receive emergency cards. 

We propose an original approach to integrating AD plasma biomark-
rs for determining eligibility for lecanemab. We anticipate that this
trategy will become standard practice, enhancing patient care by reduc-
ng the need for invasive lumbar punctures and their associated costs. Al-
hough recent American Appropriate Use Recommendations offer guid-
nce on blood biomarkers for assessing amyloid pathology related to
isease-modifying therapy [ 49 ], they lack specific cutoffs and a double-
hreshold approach, and do not differentiate between AD phenotypes,
nly mentioning AD as a suspected cause of cognitive impairment. Our
ecommendations address these gaps by specifying common AD pheno-
ypes, implementing a double threshold with at least 97.5 % specificity,
nd validating biomarkers results through multidisciplinary discussions,
hereby ensuring their effective use in clinical practice. 

We finally suggest a discontinuation protocol, which aims to facil-
tate long-term use of lecanemab in the lack of available data, while
alancing risk-benefit and treatment burden. This protocol should be
pdated as additional evidence are available in the future. 

As lecanemab gains popularity in the US and becomes covered by
edicare, more data from registries is expected to emerge, allowing

or a more precise evaluation of the drug’s risk-benefit ratio. Refining
he ARIA risk by testing the impact of comorbidities and medications,
s well as additional dimensions of cerebrovascular diseases (e.g., CAA
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Table 3 

Appropriate and inappropriate uses of lecanemab in the CLARITY-AD trial and in clinical practice according to American [ 6 ] and French recommendations. 

Criteria CLARITY-AD criteria American recommendations French recommendations 

Recommended 3.1 Cognitive 
severity 

MMSE score ≥ 22 and ≤ 30 at screening 
and baseline visits 

Score compatible with early AD: MMSE 
22–30 or another cognitive test 

- MMSE ≥ 22, threshold can be discussed in 
individuals with low education or 
language abilities 

- Autonomy score compatible with early 
AD can be used in these special situations 

4.1 Clinical 
phenotype 

Memory impairment (WMS IV - LM II < 
1 SD) 

Objective impairment in one or more 
cognitive domains 

- Amnestic (typical) AD 
- Other non-amnestic common AD 

phenotypes (logopenic variant primary 
progressive aphasia or posterior cortical 
atrophy) 

4.1 Biomarkers Positive biomarker for amyloid 
pathology (amyloid PET: visual reading 
or CSF: total tau/A 𝛽42 ratio) 

Positive amyloid PET or CSF studies 
indicative of AD 

- Positive blood biomarker using double 
threshold (ptau217) 

- CSF A + / T + 
- Positive amyloid PET (if inconclusive CSF 

biomarkers or LP contraindication) 

6.1 & 6.2 Age 50–90 Physician judgement used for patients 
outside the 50–90 years age range 

- No exclusion only based on chronological 
age 

- Extreme ages discussed in 
multidisciplinary meetings 

- Need for frailty and standardized geriatric 
assessment for older individuals 

Not recommended 5.1 APOE4 status Used for subgroup analysis only (efficacy 
and safety) 

APOE genotyping recommended to 
guide risk discussion and MRI 
monitoring (supplementary brain MRI 
scan at week 52) 

- Need to determine APOE4 status for 
patient information 

- Lecanemab not recommended for APOE4 

homozygotes 
- Supplementary MRI monitoring for ARIA 

for APOE4 heterozygotess 

10 Antithrombotic 
agents 

Anticoagulant treatment optimized and 
on a stable dose for 4 weeks 

- Patients on anticoagulants should 
not receive lecanemab 

- tPA should not be administered to 
individuals on lecanemab 

- Lecanemab not recommended for patients 
on anticoagulants 

- No absolute contraindication for tPA but 
need to perform rapid brain MRI to 
exclude ARIA before use of tPA 

8 Brain MRI - Brain MRI at screening visit 
- More than 4 microhemorrhages 
- A single macrohemorrhage > 10 mm 

- An area of superficial siderosis 
- Evidence of vasogenic edema 
- Multiple lacunar 
- infarcts or stroke involving a major 

vascular territory 
- Severe small vessel 
- Other major intracranial pathology 

- Brain MRI within 6 months before 
lecanemab administration 

- More than 4 microhemorrhages 
- A single macrohemorrhage > 10 mm 

- An area of superficial siderosis 
- Evidence of vasogenic edema 
- More than 2 lacunar infarcts 
- Stroke involving a major vascular 

territory 
- Severe subcortical hyperintensities 

(Fazekas 3) 
- Evidence of ABRA or CAA-ri 
- Other major intracranial pathology 

that may cause cognitive decline 

- Brain MRI within 6 months before 
lecanemab administration 

- More than 4 microhemorrhages (lobar 
and/or deep) 

- More than 1 lobar microhemorrhage 
(probable CAA) 

- A single macrohemorrhage > 10 mm 

- An area of superficial siderosis 
- Evidence of vasogenic edema 
- Multiple lacunar infarcts 
- Severe white matter hyperintensities 

(Fazekas score of 3) 
- Stroke involving a major vascular 

territory must be evaluated on a 
case-by-case basis 

- Other major intracranial pathology that 
may cause primarily cognitive decline 

- Unruptured intracranial vascular 
malformations need to be discussed in 
multidisciplinary meetings 

To be discussed 7.1 Neurological 
comorbidities 

Any neurological condition that may be 
contributing to cognitive impairment 

- Any neurologic condition that may 
be contributing to the cognitive 
impairment - Any non-AD MCI or 
dementia 

Multidisciplinary meetings should review 

comorbid conditions and address the 
following questions to assess the risk-benefit 
ratio: 

1) Does the comorbid condition primarily 
and significantly affect cognition and 
function despite positive biomarkers? 

2) Will the comorbid condition likely 
interfere with the expected safety, 
magnitude, and temporality of 
lecanemab’s efficacy, thereby impacting 
its risk-benefit ratio? 

3) Will the comorbid condition likely affect 
treatment compliance and monitoring? 

7.1 Psychiatric 
comorbidities 

Any psychiatric diagnosis or symptoms 
that could interfere with study 
procedures 

- Any psychiatric condition that may 
be contributing to the cognitive 
impairment 

- Patient with mental illness unable 
to comply with management 
requirements 

7.1 Other medical 
comorbidities 

Any medical conditions not stable - Any medical that may be 
contributing to the cognitive 
impairment 

- Unstable medical conditions 

Abbreviations: ABRA, Amyloid Beta-Related Angiitis; AD, Alzheimer’s Disease; CAA-ri, Cerebral Amyloid Angiopathy-related inflammation; CSF, CerebroSpinal Fluid; 
MMSE, MiniMental State Examination; PET, Positron Emission Tomography; WMS, Wechsler Memory Scale. 

11
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eatures), will be crucial. Establishing equivalence between microhem-
rrhage thresholds across MR sequences will also help SWI sequences
e used in clinical routine to assess and monitor patients safely on
nti-amyloid immunotherapies. Further studies are needed to under-
tand the temporality of ARIA occurrence and the long-term efficacy
f lecanemab, including the effect of treatment discontinuation. 

Future development of this drug class is expected to include do-
anemab. However, differences in pharmacodynamics with lecanemab
nd the use of more complex biomarker investigations in the donanemab
hase 3 clinical trial will make it difficult to compare to current guide-
ines. Therefore, establishing a specific AUR will be necessary. 

Implementing lecanemab in the French healthcare system is chal-
enging due to its cost and therapeutic index [ 3 ]. If the treatment is
pproved, it will likely have limited accessibility and be restricted to
ospital use. This aligns with the need for a multidisciplinary consulta-
ion meeting before initiation, as highlighted in these recommendations.
owever, the number of eligible patients for lecanemab may exceed

he current access capabilities for clinical, biomarker assessment, infu-
ion, and MRI monitoring [ 3 ]. The primary factor contributing to the
nequity of treatment access will be limited access to specialized diagno-
is and infusion centers. Gradually increasing the number of specialized
enters will help to reduce these inequities. Additionally, the develop-
ent of subcutaneous formulations, the emergence of anti-amyloid im-
unotherapies or titration protocols with better safety profiles, as well

s plasma biomarkers, may facilitate the eligibility assessment and mon-
toring of these drugs, enlarge their indications, and reduce inequities. 

As per the EMA Marketing Authorization, a post-authorization safety
tudy must be carried out to characterize ARIA-E and ARIA-H further
nd assess the effectiveness of the risk minimization measures through
n EU-wide registry study with patients treated with lecanemab. This
nitiative will be similar to the ALZ-NET initiative in the US. 

Finally, as data from real-world clinical practice, open-label exten-
ion, and other clinical trials keep accumulating, we anticipate these
ecommendations should be updated regularly. 

5. Conclusion 

Lecanemab treatment requires a comprehensive evaluation of the
isk-benefit ratio that should take place in multidisciplinary meetings. In
ine with the EMA Marketing Authorization, patients with unfavorable
isk-benefit profiles ( APOE4 homozygotes, patients on anticoagulants)
hould not receive lecanemab treatment. We also propose expanding
his category to individuals with comorbid probable CAA due to their
igh risk of amyloid-related ICH until further data become available. We
ecommend MRI monitoring tailored to APOE status and evidence-based
emporality of ARIA. Emergency physicians, AD specialists, and radiol-
gists should receive specific training for ARIA management, and early
RI monitoring for ARIA should be performed. Access to lecanemab will

equire a personalized biological and genetic diagnosis of AD, which is
urrently not necessary in most cases. To facilitate this implementation,
e propose incorporating plasma biomarkers into the eligibility assess-
ent under specific conditions. We also suggest a discontinuation proto-

ol to facilitate long-term use of the treatment. Therefore, in the event of
ecanemab approval, the French healthcare system will have to swiftly
dapt to these new diagnostic procedures and treatment delivery to en-
ure equal access for all individuals on the national territory. This will
equire strengthening collaborations between primary care practitioners
nd the various levels of Memory Clinics. 
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