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6 janvier 2023 : accord accéléré FDA du lécanémab
6 juillet : autorisation traditionnelle USA
Retour EMA imminent

Juin 2023 : donanémab

JAMA

QUESTION Does donanemab, a monoclonal antibody designed to clear brain amyloid plaque, provide clinical benefit
in early symptomatic Alzheimer disease?

CONCLUSION Among patients with early symptomatic Alzheimer disease and amyloid and tau pathology, donanemab significantly @ved
clinical progression at 76 weeks in low/medium tau and combined low/medium and high tau pathology populations.
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POPULATION INTERVENTION FINDINGS ,
= e Least-squares mwhangein iADRS
996 Women 1736 Patients randomized
740 Men i 1599 Patients analyzed Donanemah @
e — <" 5 Low,fmg.od&%\ tau popula‘:lon -6. 02
Adults aged 60-85 years 860 876

with symptomatic Alzheimer
disease and amyloid and
tau pathology

Placebo
Administered intravenously

every 4 weeks \ﬁaCEbU
<0

for up to 72 weeks

Donanemab
Administered intravenously
every 4 weeks
for up to 72 weeks

Cg&m}md population: =10. 19

Mean age: 73 years Low/medium tau populatlon —9 27

Qﬂﬂ ......
= PRIMARY OUTCOME \((\ Combined pupulatlon -13 11
277 ‘ Least-squares mean change in integrated Alzheimer Dr%"ré Differences were statistically significant:
Rating Scale (iADRS) score (range, 0-144; lower s,

Medical sites
in 8 countries

Low/medium tau: 3.25 (95% Cl, 1.88-4.62); P <.001

indicate greater impairment) from basellne to 78&yeeks
A P ) @ Combined: 2.92 (95% Cl, 1.51-4.33); P < .001

o

Sims JR, Zimmer JA, Evans CD, et al; TRAILBLAZER-ALZ 2 Investigators. Donanemab, M@(: ly symptomatic Alzheimer disease: the TRAILBLAZER-ALZ 2 randomized
clinical trial. JAMA. Published online July 17, 2023. doi:10.1001/jama.2023.132
O
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Sous cebte hypothese, quel acces pour quels patients ageés ? 6\@‘@%
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Overall

Efficac

Mo. of Participants

{placebo, lecanemahb)

o~ |
875, 859 + 1
. Q‘z} 1

ApoEd Genotype Status ;\\O 1
Noncarrier 275, 267 + 1
Heterozygote 468, 456 A& —— 1
Homozygote 132, 136 12 k >

Sex 2) 1
Female 464, 443 6\° —.—!—
Male 411, 416 Q}G-’ —— |

Age b 1

<65 178, 166 ,\Qf’ ——
6574 384, 368 00\ ——|
275 316, 325 o —— |

Ethnicity - Global Z
Hispanic 108, 10?62} ——
Non-Hispanic ?’43,,&0 ——

Race - Global 9 1
White . @#. 655 ——

Asian Q\Q’Ms. 147 ———
Black O(\ 24, 20 -

Ethnicity - United @QA |
Hispanic {b 99, 100 ———
Non-Hispa 356, 354 —— 1

Race-Unile[ﬂ?lales
White 431, 431 —— 1
Black 21,19 -

T T T T T : T T
20 16 12 -08 -04 6 04 08

Adjusted Mean Differencé in CDR-SB yersus Placebo (95% CI)

* Moins de génotype APOE €4 chez les plus agés
* Et dans les populations real-life vs essais cliniques
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Adjusted Percent
Mean Slowing of
Difference Decline (%)

-0.45 27
-0.75 41
-0.50 30
0.28 -22
-0.20 12

0.73 43
-0.08 6
-0.37 23
-0.72 40
-0.50 52
-0.46 25
-0.49 27
-0.35 19
-0.72 63
-0.63 113
-0.58 K3

0.58 a6
-0.55 63

75+ (CLARITY AD

Overall

Adjusted Percen
No. of Participants Favors lecanemab Mean 3'0?:19 of
(placebo, lecanemab) I » Difference [ e (%)
796, T83 ) 2.0 O@J 37
y | '{0
1 .
ApoE4 Genotype Status 1 ‘Q)%
Noncarrier 245, 234 1 il — @é 2.73 47
Heterozygote 430, 422 R '0% 1.97 36
Homozygote 121, 127 —l—.— %\ 1.03 25
Sex | o‘\\'
Female 416, 399 e — & 1.01 19
Male 380, 384 | _.*;'o 347 54
Age | &O
<65 166, 1561 o 1.28 26
65.74 356, 343 | + 2.02 38
275 274, 289 : ﬁ.— 2.48 40
Ethnicity - Global i y\
Hispanic a5, 95 QQ—.— 2.22 92
Mon-Hispanic B77, 653 ‘Q(b&l —— 1.98 33
Race - Global (\0 |
White 616, 604 @@ : — 2.20 40
Asian 132,127 \\% * 1.26 23
Black 22,17 Q r - 1.08 184
Ethnicity — United States \6 1
Hispanic ss,;g\?a d—— 1.92 318
Non-Hispanic 3255 I —— 2.29 40
Race- United States \)(b 1
White B A’&SE, 395 : —— 2.23 45
Black 671 20, 16 < 15 221
o ]
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Van Dyck CH et al. NEJM 2023
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.0~ * TNCléger di a MA =» TNC majeur stade léger (MCl due to AD -)Mld dementia)
SV 8
v Confirmation du statut amyloide + &
@
e MMSE 22-30 &
o
e Age 50-90 &

* |RM récente indispensable : exclusion patients avec Iesﬁms vasculaires (> 4
microbleeds ou > 2 lacunes ou Fazekas lll) et survethance IRM fréquente
* Génotypage ApoE = €4 associé au risque ARIA %Q’



Enjeu n°1: dlagnogtfc précis et précoce
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* Confirmation du s}a‘i@ut A+ &

* Ponction lombgite ou TEP
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. Antlgf)er la premiere consultatlon eﬁ
. N@pas banaliser les troubles chez les patients ages

Q/Q \0@



Enjeu n°2 : infrasgﬁﬁgctures a adapter

Un monitoring emgea@t
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D’importantes ressources

néecessaires pour gerer les ARFA...
Figure 1. MRI monitoring for lecanemab &QK\ &o\\
o o
MRI if any S &
symptoms \\)’b b%e
suggestive of R A\
ARIA ocour @g\%
- "96
: <>
(T14 BN Q726 8 Table 9. Medical Center resources gteded to manage
W28 W52 serious or severe ARIA \4&

MRI within
1 year prior
to initiation

to 14th
infusion

* Knowledgeable M(;EZ[ readers proficient in detection and
interpretation of ARTA

* Clinicians wj#
edema or

. anplgéﬂlward for monitoring and management

. [nt@%we care unit availability

Q&Qﬁlectmencephalﬂgraph}r available to inpatients

O
* Neurologist with experience in management of seizures and
status epilepticus




Table 11. Resources needed by a clinician or mgd?cal center for the safe and effective use of lecanemab

® Clinician skilled in the assessment of cognition to ldﬂ@ﬁYy individuals with mild cognitive impairment or mild dementia due to Alzheimer’s
disease c“,i‘

Q d
R
rallable for baseline assessment of cereb@iraqn:ular pathology andf amyloid related imaging abnormalities (ARIA) \’»@’@

o
* Radiologists, neurologists, or other cllmv:lzga?: expert in the identification and interpretation of cerebrovascular lesions and ARIA o

@
loid pﬂSltr{}n emission t{}m{}grap@ or lumbar puncture capablhmietermme the am}rlmd status of treatment candidates %Q:Q\

radiologis ambar puncture

) a,

"
Ls—Apolipoprotein E gen{}typlgq? resources
<-.£‘QL1C expertise to mgﬁeel patients on the implications n@amin E genotyping vgve

¢ Expertise in cnmmg:?ﬁcatmg with patients and care partners regarding anticipated benefits, potential harm, and reqmremc\n‘% for administration
and monitoring wlﬁﬁ_‘ on lecanemab &
? <

@
¢ Infusion qetgcﬁgs that can be made available every two weeks to patients receiving therapy & Q*\

N

4
&

R
. anr%umcatmn channels established between experts interpreting MRIs and clinicians treating patients wlji‘l lecanemab

/
%%,

. Krmwlgl?j@eable staff at infusion sites capable of recognizing and managing infusion reactions

* Communication channels established between clinicians treating patients with lecanemab and the pahgﬁt and care partner
Ce_Availability of hospital resources including intensive care unit__—= &

@
0
* Expertise in the management of seizures and status epilepticus for patients with severe or -;enoﬁs ARIA

* Protocol with standard operating procedures for management of serious and severe ARIA o'b




Enjeu n°3: criteres d’éligibilité stricts
pour nos patients’ de « vraie vie »

?gb

&
Eligibility for Antl -Amyloid Treatment in a &

<
i
Population; Based Study of Cognitive Aging &
\OQ’ {e?e
Rioghna R. Pittock, jeﬁuahA Aakre, MPH, Anna M. Castillo, MSc, Vijay K. Ramanan, MD, PhD, Correspondence &
Walter K. Kremers&lD Clifford R. Jack, Jr., MD, Prashanthi Vemuri, PhD, Val ]. Lowe, MD, Dr. Vassilaki &0
David S. Knopmsﬂ MD, Ronald C. Petersen, MD, PhD, Jonathan Graff-Radford, MD,* and vassilaki. maria@mayo.edu &0\{9
Maria Vass‘laﬁ’ MD, PhD* @Q}«

N
l"\.ﬁzm’ai@@gh 2023;101:e1837-e1849. doi:10.1212/WNL.0000000000207770 \45\0
55 X
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TDOpuIatlon de la Mayo Clinic Study of Aging avec MA débutante : crltegé“s
d’exclusion pour lécanémab (A) et aducanumab (B)

&Q\
Qo\
A &

IR\
60
one
g One
@ W Two
B Three
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Table 2. Inclusion and exclusion criteria used in é&é CLARITY AD study and corresponding proposals of the Appropriate

Use Recommendations (AUR) &
Q0
Inclusion and Exclusion Criteria Applied in the Clarity %@Qﬁm of Lecanemab
0(\
) . o
Inclusion Criteria &

b@
Diagnosis of Mild Cognitive Impairment {MCIg\éh‘ mild AD dementia
O

Objective impairment in episodic memnry@ﬁ}\indicated by at least 1 standard
deviation below age-adjusted mean in g@%edmler Memory Scale IV-Logical
Memory (subscale) IT (WMS-IV LM],I\%%

o

Positive biomarker for brain am_gga?d pathology
@

Appropriate Use Recommendations for Patients Considered for Treatment with
Lecanemab

<@
Clinical diagnosis of MCI or mild AD dementia as defined in Table 1 & &
Q

Clinical diagnosis of MCI or mild AD dementia as defined in Table 1 b%Q

.\\\?f

O

&
0%

Fositive amyloid PET or CSF studies indicative of AD L

50-20 vears of age 08\@

Physician judgement used for patients outside the 50-90 yeag\é%e range I

%
Mini Mental State Exan@%ﬁm (MMSE) score > 22 at Screening and Baseline and
=< 30 at Screening an%&gselme

@
Body mass inde&qﬁMI} greater than (=)17 and less than (<) 35 at Screening

S
If receiving @ﬁ%cetyldmline:;terase inhibitor (donepezil, rivastigmine,
galantam%@} or memantine or both must be on a stable dose for at least 12 weeks
prior gf¥aseline

MMSE 22-30 or other cognitive screening instrument wi@?é score compatible with
early AD (\'é
<
Q
Physician judgement used for patients at the E)-;ttgu&&ﬁ of BMI
083
Patients may be on cognitive enhancing age,{dﬁ?donepezil, rivastigmine, galanta-
mine, or memantine) for AD); patients ma&ﬁﬂt be on aducanumab
N

Unless otherwise stated, participants must have been on stable doses of all other
(that is, non-AD-related) permitted concomitant medications for at least 4 weeks
prior to Baseline

Have an identified study partner

Patients may be on standard of carg@\nr other medical illnesses (see below for
specifics regarding anticnagu]alék(fﬁ}

Have a care partner or fag@?y member(s) who can ensure that the patient has
support needed to begg ated with lecanemab

Provide written informed consent

Fatients, care pa;'g:@\rs, and appropriate family members should understand the
requirements @ecanemab therapy and the potential benefit and potential harm
of treatment:e.%

@'Q



Exclusion Criteria éef«'
e

Any neurological condition that may be contributing to cognitive u'npalrmesﬁ

above and beyond that caused by the participant’s AD &o\

More than 4 microhemorrhages (defined as 10 millimeter [mm] or ]e\sa?at the
greatest diameter); a single macrohemorrhage =10 mm at greatesighameter;
an area of superficial siderosis; evidence of vasogenic edema; tiple lacunar
infarcts or stroke involving a major vascular territory; -;ever@'mall vessel; or other
major intracranial pathology \Q
s°
S
N
Evidence of other clinically significant le:-.mrga,?:—n brain MRI at Screening that
could indicate a dementia diagnosis uthe,ro&\an AD

History of transient ischemic attacks &ﬁA], stroke, or seizures within 12 months

of Screening 96

Any psychiatric diagnosis or sgthptoms (example, hallucinations, major
depression, or delusions) th&¥ could interfere with study procedures in the

articipant N
P pa N
,Z;o
Geriatric Depres@ Scale (GDS) score > 8 at Screening
&
&2
&
o
O

Any @hmunological disease which is not adequately controlled, or which requires
t;?\:ment with immunoglobulins, systemic monoclonal antibodies {or derivatives
of monoclonal antibodies), systemic immunosuppressants, or plasmapheresis
during the study

Participants with a bleeding disorder that is not under adequate control
(including a platelet count <50,000 or international normalized ratio [INR] =1.5 for
participants who are not on anticoagulant treatment, example, warfarin)

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

More than 4 microhemorrhages (defined as 10 millimeter [mm)] or less at the
greatest diameter); a single macrohemorrhage =10 mm at greatest diameter;

an area of superficial siderosis; evidence of vasogenic edema; more than 2
lacunar infarcts or stroke involving a major vascular territory; severe subcortical
hyperintensities consistent with a Fazekas score of 3 (60); evidence of amyloid
beta-related angiitis (ABRA); cerebral amyloid angiopathy-related inflammation

!:C.mﬂ:—ri]; or other major intracranial pathology that may cause cognitive &
impairment 2
<97
MRI evidence of a non-AD dementia %,
Qg‘
Recent history (within 12 months) of stroke or transient ischemic attacks ﬂﬁ'an}'
history of seizures &o"\\

Mental illness (e.g, psychosis) that interferes with comprehensiopf the
requirements, potential benefit, and potential harms of treatmeqyt and are
considered by the physician to render the patient unable to g@wply with
management requirements ?\/v

Major depression that will interfere with mmprehemﬁ of the requirements,
potential benefit, and potential harms of treatmeng Patients for whom disclosure
of a positive biomarker may trigger suicidal idegffon. Patients with less severe
depression or whose depressmn resolves m.@qﬁe treatment candidates

Any history of immunologic disease (e ?}u pus erythematosus, theumatoid
arthritis, Crohn's disease) or systemicfftatment with immunosuppressants,
immunoglobuling, or monoclonal gﬁ? bodies or their derivatives

b

N
Patients with a bleeding disefler that is not under adequate control (including a
platelet count <50,000 or j®ernational normalized ratio [INR] =1.5 for participants
who are not on anticc\s)qgﬁlant}

-Participants who are on anticoagulant therapy should have their anticoagulant
status optimized and be on a stable dose for 4 weeks before Screening

Patients on antic éulants (coumadin, dabigatran, edoxaban, rivaroxaban,
apixaban, betrixgfban, or heparin) should not receive lecanemab; tPA should notjbe
admlm%terqif&b individuals on lecanemab

Any other medical conditions (example, cardiac, respiratory;, gastrointestinal, renal
disease) which are not stably and adequately controlled, or which could affect the
participant’s safety or interfere with the study assessments




Enjeu n°4: Géng@ﬁber 'APOE

Recommandations rejaf?ves au statut APOE

O
La détermination du statut APOE doit-elle étrefga//'sée dans le bilan pré-thérapeutique ?
Le statut APOE4 est-il une précaution d’emgi o I'utilisation d’une IAA ?

<

RS
N\
)
b@
()

* Il est reconyﬁ\andé de déterminer le statut
APOE en&bqilan pré-thérapeutique pour
discutgﬁa balance bénéfice-risque

&,
:D@erolerance
N ) o,
Ve Efficacité

* Il est recommandé de ne pas traiter les sujets
porteurs homozygotes car la balance
bénéfice-risque ne semble pas favorable

* E4/E4: FDR d’ARIA-E (x6), d’ARIA-H (x3) et d’ARIA-E

symptomatique (x6)

* ARIA sévéres et déces sous lécanémab chez E4/E4

Table 3. (Continued.) A\Q)Q
&“;canemab Placebo
Event :\0 (N=898) (N=897)
ARIA-H according to ApoE 4 genotype — no.ftotal no. (36)
ApoE £4 noncarrier 33/278 (11.9) 12/286 (4.2)

ApoE &4 carrier
ApoE &4 heterozygote
ApoE &4 homozygote

122/620 (19.7)
67/479 (14.0)
55/141 (39.0)

69/611 (11.3)
41/478 (3.6)
28/133 (21.1)

ApoEd Genotype Status

Ethnicity - Global _ D

Rinnicity - Unitod States

T T T T T
20 -16 1.2 -08 -04

Adjusted Mean Difference in CDR-SB versus Placebo (95% CI)

ARIA-E or ARIA-H — no. (%) /\O 193 (21.5) 85 (9.5)
Ko
Concurrent ARIA-E and ARIA-H — no. {?%be 74 (8.2) 9 (1.0)
@\
hS
%
v Adjusted Parcont
No. of Participants Faw {&. 1emal Me Slowing of
[placebo, lecanemab) 2 Difference Decline (%)
&
B7S, B5Q ®(\ —— £.45 27
&
275, 267 Q —— 4.75 41
468, 456 R —— 0,50 30
132, 136 0\' e 0.28 22
o

464, J?S —_— 0.20 12
411{5\.0 —— 0,73 43
P\ I

2 @78, 168 —_—— .08 [

S 81,368 —— £0.37 23
316, 325 e | 272 40
108, 107 — 0,50 52
T43, T8 —— 0.48 25
BT7, 655 —p— £0.49 27
148, 147 —l—l- .35 18

24,20 £.72 83
99, 100 —— £0.53 113
356, 354 —— | .58 3
431, 431 —— I .58 EL

21,19 4 .55 63



Enjeu n°S5 : Parccmrs et lieu

e Dépendra du libellé d' AM‘M e

* Réunion de concertatwn pluridisciplinaire "ouverte" : recommandation d’une RC@P

SyStemathue (chmaen@'\/IRR neuroradiologue, +/- neuropsychologue, +/- médecin nucléaire, +/- biologiste) >|nd|cat|ons§<§’urvelllance a

visée pédagogique, .. & &
@eo\ <0

* Lieu d’admlnw‘?tratlon IAA @@
* Non resﬁemte a une labélisation de la consultation "Mémoire" mais plutot gefla disponibilité de

ressqufces IS

(\cﬁientres gui participent a la base de données BNA : recommandé Q‘«\%@

e R , (/]
o * Plateau technique - notamment IRM, ... : recommandé &

&
o) Q
&V O
«9 8

~0

‘ * CMRR : recommandé S
* Consultations territoriales : en fonction du plateau technqug@et BNA

* Consultations de proximité : en fonction du plateau techm‘que et BNA

\
(\
\30

* Domicile : non recommandé dans un premler tempgﬁa discuter dans un second en SC)
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Parcours (du combgﬁznt)

b@
Patients agés avec MA clinigfie
<
N
‘\O\‘

Souhait@ﬁne IAA

O

¢
Diagnostic confirmé par BM

Génotypage
Criteres d’exclusion

Stade suffisamment précoce

EVALUATION GERIATRIQUE

STANDARDISEE
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Condusmn et
pepspectlves 2023

sousﬁserve des aspects réglementaires / conditions de ’TAMM 3

0 o’
e"o

* Des parcours a@ﬁenser !

. Changemenﬁé majeurs dans le diagnostic : blomarqueurs,f
genotvpaﬁe

. Nece§§“’te de formation de tous les acteurs : neurolggues gériatres,
radﬁblogues urgentistes, neuropsy, IDE, ... aidants@t patients
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* Infrastructures dédiées : HDJ, IRM, lits USINV @‘lsponlbles
* Registre de surveillance des ARIA et effets°\*fnde5|rables .

SOCIETE FRANCAISE

* Recommandations nationales en COUF%“’ @ ) . " e
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