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Liens d’intéret

* Consultant : Roche (2020-2022), Eisai (2023-2025), Regenlife (2021-
2023), Vaincre Alzheimer (2023-2025), Lilly (2024-2025) NovoNordisk
(2024), France Alzheimer (2024-2025)

 Conférence : Biogen (2021), Roche (ateliers, 2021-2022), Eisai (2024),
NovoNordisk (2024)

* Pl des études : LIGHT4LIFE (NCT05926011, Regenlife), LOCUS-TAU
(Vaincre Alzheimer), A3D (PHRC, GIRCI SOHO), TIRAD (IHU HeathAge)
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Les traitements de la MA a « visée cognitive »

1993 2000-2010 2010-2015 2015-2020 2020-2023

FDA approval for Anti-AB mAb RCTs Anti-AB mAb RCTs Anti-AB mAb RCTs
cholinesterase

inhibitors

3 phase lll anti-AB mAb RCTs
in early AD in early biomarker-confirmed AD meeting (at least)

the primary endpoint

1990 2015 2020 2023

New generation anti-AB mAbs
(e.g., brain shuttle)

Questionable clinical meaningfulness

Subcutaneous and oral anti-AB drug formulations
Risk of ARIA and infusion-related reactions

High costs New pharmaceutical targets in amyloid cascade

(e.g., oligomers)
Complexity of administration and monitoring
procedures
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New non-amyloid pharmaceutical targets
s : : : (e.g., geroprotectors, anti-MTBR-tau mAbs)
Limited knowledge in certain populations

Combined therapies — Multi-target therapies
Precision medicine therapies

Angioni D, Delrieu J, Coley N, Ousset PJ, Shi J, Vellas B. Drugs for Alzheimer's disease: Where are we coming from? Where are we going? Sci Bull (Beijing). 2024 May 30,69(10):1369-1374.

Kim BH, Kim S, Nam Y, Park YH, Shin SM, Moon M. Second-generation anti-amyloid monoclonal antibodies for Alzheimer's disease: current landscape and future perspectives. Transl
Neurodegener. 2025 Jan 27;14(1):6.
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Léecanémab : essai clinique de Phase lli
Résultats de l’étude CLARITY AD (n=1795, 18 mois)

T4 o~ Dans la MA prodromale a légere A+

=
@

H
;g N
R S » Efficacité : ralentissement de 27% du déclin
e an M cognitif a 18 mois (cbr-sB, -0,45), effet cohérent
< s sur tous les criteres de jugement secondaires
I (ADAS-cog, ADCS-MCI-ADL,ADCOMS, charge amyloide)
'1; 51 pcooolatismo  Placel bo ° ° ° e N\ .
S R * Administration : IV de maniere bimensuelle
T T  Effets indésirables : ARIA (ARIA-E 12,6%, ARIA-H
i 7 Nt 17,3%), reaction liees a la perfusion (26,4%)
i i |
3 o2l P<D‘0?lal15'mo ‘ ‘ ‘ ' g. | 00! : ‘ Placebo !
v wsa.gg.,.., et ’ ’ Visit mo) i ¢ Van Dyck CH, Swanson CJ, Aisen P, Bateman RJ, Chen C, Gee M, Kanekiyo M, Li D, Reyderman L, Cohen S, Froelich
P om0 me e s om m | oot Pamipants 55 e o6 L, Katayama S, Sabbagh M, Vellas B, Watson D, Dhadda S, Irizarry M, Kramer LD, Iwatsubo T. Lecanemab in Early
e oomweRamem E e oo Alzheimer's Disease. N EnglJ Med. 2023 Jan 5;388(1):9-21.
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Donanémab : essai clinique de Phase lll
Resultats de letude TRAILBLAZER Il (n=1736, 18 mois

[a] inoRs inolomfmedium tau puDulafiDn | 8] iADRS in combined population D a n S l a M A p ro d ro m a le é lé gé re A+

Dananemab

in iADRS
in iADRS

Worsening
Adjusted mean change {95% CI)

Worsening
Adjusted mean change {95% C1)

Efficacité : ralentissement de 22,3-
35,1% du déclin cognitif a 18 mois

" " | | #iADRS_ -3,25, plus important pour charge Tau
’ N 2lflilwe:1fltjl6haselille. wksz h " ’ v 2:’il‘llE3flzr6ba$E|illE. wkS? b " alble/lntermedlalre a basellne)
Nuhc;fcxzticinan?w 549 526 506 474 447 444 Nuhc;f::ib;litinan;d 805 767 738 693 651 653
Donanemab 533 517 487 459 441 406 418 Donanemab 775 752 712 665 636 579 583
[€] cOR-SB in low/medium tau population (D] COR-SB in combined population . N o .
o o * Administration : IV de maniere
' ' mensuelle
2gs= 25=
2 g  Effets indésirables : ARIA (ARIA-E 24%,
3l

e

’ 1I2 2:"limeallez;ahaseline, wk5I2 E!“ ?Ié ’ llz 2:‘Time allez;ﬁhaseline, wI(SI2 GI“ ?Is AR I A- H 1 9.’ 7%) e t ré a C t i 0 n S li é e S é l'a

No. of participants No. of participants
Placebo 569 561 540 516 486 461 459 Placebo 838 825 784 752 713 678 672 e r u S I O n (8 7%)
Donanemab 546 530 499 471 451 418 424 Donanemab 794 774 731 GB2 650 603 598 ’

Sims JR, Zimmer JA, Evans CD, Lu M, Ardayfio P, Sparks J, Wessels AM, Shcherbinin S, Wang H, Monkul Nery ES, Collins EC, Solomon P, Salloway S, Apostolova LG, Hansson O, Ritchie C, Brooks DA,

Mintun M, Skovronsky DM; TRAILBLAZER-ALZ 2 Investigators. Donanemab in Early Symptomatic Alzheimer Disease: The TRAILBLAZER-ALZ 2 Randomized Clinical Trial. JAMA. 2023 Aug 8;330(6):512-
527.
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Les recommandations nationales sur Uutilisation du legembi
qui préecedent ’AMM européenne

France (Fédération
des Centres
Mémoire)

Etats-unis
(Alzheimer’s Disease

and Related
Disorders
Therapeutics Work
Group)

Corée
(Korean Dementia
Association)

Cummings J, Apostolova L, Rabinovici GD, Atri A, Aisen P, Greenberg S, et al. Lecanemab: Appropriate Use Recommendations. J Prev Alzheimers Dis. 2023;10(3):362-77.

Trouble cognitif mineur (MCI) ou trouble
cognitif majeur de sévérité légere di a la
MA

Phénotype commun de MA : syndrome

amnésique hippocampique, syndrome
de Benson, APP logopénique

Trouble cognitif léger (MCI) ou démence
légere due a la MA

MMSE 22-30

Trouble cognitif léger (MCI) ou démence
légere due a la MA

CDR0,5-1

Confirmation A+T+

Biomarqueurs sanguins (ptau217) avec
double-seuil si disponible

Biomarqueurs du LCR si biomarqueurs
sanguins non disponibles ou en zone grise

TEP amyloide si Cl a la PL ou biomarqueurs
du LCR discordants

Confirmation d’une amyloidopathie (TEP
amyloide et/ou biomarqueurs du LCR)

Confirmation d’une amyloidopathie (TEP
amyloide et/ou biomarqueurs du LCR)

Contre-indications

Anticoagulants

Coagulopathie

APOE4 homozygotes

Angiopathie amyloide

Contre-indication a la réalisation du monitoring IRM
Contre-indications IRM (>4 micro saignements,
sidérose superficielle, HIC>10 mm, leucopathie

Fazekas >2, angiopathie amyloide, infarctus lacunaire
multiple, ARIA-E)

Anticoagulants

Coagulopathie

ABRA, AAC-i

Contre-indications IRM (>4 micro saignements,

sidérose superficielle, HIC, leucopathie Fazekas >2,
angiopathie amyloide, >2 lacunes, ARIA-E)

Anticoagulants

Coagulopathie

ABRA, AAC-i

Contre-indications IRM (>4 micro saignements,

sidérose superficielle, HIC, leucopathie Fazekas >2,
angiopathie amyloide, >2 lacunes, ARIA-E)

IRM initiale dans les 6 mois qui précedent
Uinitiation du traitement

IRM avant la 38me, 5éme, 7éme gt |4éme
perfusion

Avant la 27¢™e pour les patients porteurs
APOE4 et avec ARIA

IRM dans l’'année précédant Uinitiation du
traitement

IRM avant la 5™e, 76me gt 14%™e perfusion

Avant la 26%™® pour les patients porteurs
APOE4 et avec ARIA

IRM dans l’'année précédant Uinitiation du
traitement

IRM avant la 5°™e, 7¢me gt 148™e perfusion

Avant la 26°™e pour les patients porteurs
APOEA4 et avec ARIA

Macrohémorragie

>+ 10 microsaignements/début du
traitement

> 1 site de sidérose superficielle

> 2 épisodes d’ARIA

Symptémes séveres d’ARIA

Introduction d’anticoagulant

Stades modéré/sévere de la MA

Macrohémorragie

>+ 10 microsaignements/début du
traitement

> 1 site de sidérose superficielle

> 2 épisodes d’ARIA
Symptémes séveres d’ARIA

Introduction d’anticoagulant

Stades modéré/sévére de la MA

Villain N, Planche V, Lilamand M, Cordonnier C, Soto-Martin M, Mollion H, et al. Lecanemab for early Alzheimer’s disease: Appropriate use recommendations from the French federation of memory clinics. J
Prev Alzheimers Dis. 2025 Apr; 12(4):100094.
Jeon SY, Wang SM, Roh HW, Kim KY, Chang YY, Kim E, et al. Practical Guide of the Korean Association for Geriatric Psychiatry to Anti-Amyloid Monoclonal Antibody Therapy for Alzheimer’s Disease: Focused
on Lecanemab. J Korean Med Sci. 2025 July 21;40(28):e215.



CONGRES GA DHAUFFE % o n © 9 ot 10 | LE CONNECTEUR é:,

de Société de - e ) A WSF(}]?)S()
o B EN GERIATRIE ! oct.2025 | BIARRITZ QG
du Sud-Ouest

Avis defavorable puis favorable du CHMP [ .00 chve e 28 mars
pour le Kisunla 2025

 Aprésré examen, avis

2024
favorable du CHMP dans une
Road Map of Donanemab 2023 . .
Oode indication similaire au
appeoves .
PR Cemineab legembi+AMM UE en
2021 ( t b
- septembre
— Phase 111 u
2018 S Pays ayant approuvé le donanemab (Kisunla)

R *
e ¥ i "\v\&?‘ &3 -
"3\.3
New Phuoe 110 dats R
3“* ssbenitind 59 FDW fox "; . ‘ ;’ o
o TDA sy ¢ A ’ %
o FDA aivepts ;,\“_‘lln ,’munw ‘? 3 q. : 7
mc m. ot ennily i ) Y3
o FDA graoe 10Qu Ing of Donaremab's > * ‘.’a" \
'&‘ Amt ote Muse etivary . e
( 111 s fox o On jusdy 2004 FDA , ' et *. 9
Prame 11 M m Princity sccvieated Duranemes ) "C" (S
TRAILBLAZER . o Pouie Rrvies apprrval ¢ ) bt earty F Gy
[ a— Miase | owcal ALZ sty Phawe [T Desigration o Compbetion of e 4
I e o Cutes trsale warted an commmereed 00 pewain o Phase (11 Midie 511 botrrwt 3 diveane. | 1
Trmee— .- SNAENS BACRLY S deut efticacy I o, TRULMAZIN:  TRALSLAZER.  dessorutiating 3
Tepet ey b :‘f"“"“""‘ iy showing ¢ ALZ & ety MEA MO e ¢ -
Sy bl pagers  TTh 8y awd ™ - ) Al prsiay P o Lorw
[ - Alghetrnen s podan thon I sl s omdaey T An e ey
i ane R T ) Mwese Fotsay endpeding il dala
vl

Jayaprakash N, Elumalai K. Translational Medicine in Alzheimer's Disease: The Journey of Donanemab From Discovery to Clinical Application. Chronic Dis Transl Med. 2024 Dec 16;11(2):105-116.
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Titration modifiée du Donanémab

A Dinsing Am
Effet sur les ARIA et la charge amyloide  i*| @ =
1:9:1:1 RBandomézaticn stratdied by AP OE and by hassline amylsid Primary DOulcomss g
| Visit numiber 1 ; 3 | 4 5 & 7 8 g | 10 [ 1 1'1| %L
Study weak Seroenieg | 0 | 2z | 4 | 6 | & | 10 | 12 | 14 | 16 | 20 | 24 :
omozygote  Heterazygate  Nen-carier

1004 — g 0% ieak 20 2 04 (B) 1@~ Desing Arm
= © Slandard
B0 E Wk 12 § - ﬂl'l. )
ax £ 3 Dia liratien enmelstad o a A% B Modified Tilratian
. } I s G E =
E Al i 9 ‘20- o
k] J 20% — ; E i
- o o
To- i O c = E
3 il T
§ o §' 10% f—'—"'_'_'_ © 9. =40 d E
E > % T o
Llw e F - X
Stodad  Modied © )
Tikaen Time(days) 0 14 28 42 56 70 B4 98 112 126 140 154 168 182 196 g -60 - g
= ::\:I;h Murmbar of parscisarnis ot sk ©
- Mid Ewndard 27 207 18 104 103 102 475 472 472 AT 1T 184 38 13 T g I
Mo ARLE Podifed TResion 292 210 20 205 205 203 988 179 177 174 173 18 & 13 H g
Wang H, Nery ESM, Ardayfio P, Khanna R, Svaldi DO, Shcherbinin S, Xu W, Andersen SW, Hauck PM, 2 -80 . . .
Brooks DA, Collins EC, Salloway S, Mintun MA, Sims JR. The effect of modified donanemab titration 0 24 52 76 H= 21 21 112 115 7B
on amyloid-related imaging abnormalities with edema/effusions and amyloid reduction: 18-month Homozygote Heterozygote Mon-Carrier
results from TRAILBLAZER-ALZ 6. ] Prev Alzheimers Dis. 2025 Jul 5:100266. Weeks
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Autorisation du Legembi en Europe

Aokt T4 The regulatory approval of lecanemab has
A'—"“"E—““;; ﬁr::":*”:';fu el A:::"il;:ﬁisen differed across regions:
fuir 5 Unis
NICE Royaurme-Uni ne Europe
recommande pas
-
Septembre 2023 Mai 2024 MNovembre 2024
Aworisation au Autorzation en EMA recommande
Japon Corée du Sud I'avkrisation ® Approved
® Not approved

l I T

Juillet 2023 Janvier 2024 Juillet 2024 Décembre 2024
Autorisation Autorization e Chine Autorsation : Hong Autorngation au Mexiue
réglementaire aux Kaong, Ismal
Erans-Unis EMA ne recomemande
pas |
Chetobre 2024

TGA Auwralie déconseille

Septembre 2215
Awvis défavorable de la
HAS pour |"accks précoce

Bobbins A, Davies M, Lynn E, Roy D, Yeomans A, Shakir SAW. Safety and effectiveness of the anti-amyloid monoclonal antibody (mAb) drug lecanemab for early
Alzheimer's disease: The pharmacovigilance perspective. Br J Clin Pharmacol. 2025 May;91(5):1352-1360.
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Critéres d’acceés précoce « non remplis » _ Avis de la Haute Autorité de Santé

PEUT ETRE DIFFERE

NON SUSCEPTIBLE D’ETRE
INNOVANT

66

Effet clinique

Effets indésirables

Génotypage APOE

Parcours de soins

Association entre la diminution de charge
amyloide et Ueffet clinique

Effet sur la charge amyloide

Atrophie

Qualité de vie

V. 1 ‘
\ —\) 9 ot 10 | LE CONNECTEUR SG\ ,&S
1ee ! S oct. 2025 | BIARRITZ @it

Pourquoi un avis défavorable pour le Leqgembi ?

Non cliniguement pertinent

Profil de tolérance préoccupante
nécessitant une adaptation du parcours de
soins

Faisabilité et probléme éthique

Préoccupante nécessitant une modification
du parcours de soins

Pas de relation claire

Biais de sélection potentiel (40%)

Atrophie induite par ARIA potentiellement
péjorative sur le long terme

Analyse exploratoire

Avis d’un clinicien impliqué dans la PEC des patients

Effet clinique a 18 mois, effet clinique cumulatif probable

Etude PASS et registre en vie réelle

Exclusion des patients sous anticoagulants et APOE4 homozygotes
Environ 1% EIG

Recommandations FCM

Fait en pratique de maniére non systématique
Consentement génétique (FCM)

Pas de conseil génétique pour les descendants
Décision partagée

Nombre restreint de patients la premiére année, environ 1500
répartis sur plus de 30 CMRR, 8% de la population Mémoire

Méta-analyse récente

Effet de classe connu déja mis en évidence avec le bapineuzumab
en 2010 (n=28, 78 semaines)

Inflammation ? Pseudo-atrophie ?

Effet sur qualité de vie et fardeau de l'aidant
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Pertinence clinique de -0,5 point CDR-SB ?

Est-il vraiment pertinent d’évaluer le caractere cliniquement pertinent d’un traitement modificateur de la maladie a 18 mois?

Impairm ant m painm and
Mone Cusatonable Mid Moderata Savers hone Chues sonable [ Maderate Savere
1] 05 1 2 3 1] 0.5 1 2 3
No memany loss of sight | Consistent slight ,Mmumwm: A Severe memory loss; only | Seves memory loss; No memory loss or sight | Consistent siight flﬂmitmwm: D Severe memory loss, only | Seves memony 10ss,
Mamon incons g 55 o : parfal mare marked for recent highly leamad material . Meaman incons: o 55 g : par§al mare marked for recent highly learmed material .
racollection of everts; events; defect interfares retaned; new malerial only Fagmants remain recollection of events; avents; defect interfares rataned; new material anly Fagments remain
"penign” korgetiulness wilh everyday aciwles rapidly lest "penign” fongetiulness with everyday achilies rapidly lost
Fully orianted Fully oriented excepd for Mmmm Savere dificully withtime | Omeniad io person only Fully erianted Fully orientad except for Mmmﬂ. Severe dificully wih time | Orieniad io person anly
slight dificulty with me: lime ips; usualy slight dificulty with me time: ips; us
COrientalion relafionships arientad for place at disoriented fo time, ofen Orieniafion refafionships orienied for place at disoriented fo time, oflen
axamination may have 1o place axamination; may have 1o place
geographic disofientalion geographic disonentation
alsawhara alsewhare
Solves everyday problems | Shightimparment in Moderate dificulty in Saverely impaired in Unable o make Solves everyday problems | Shghtimparment in Moderate difficulty in Severely impaired in Unabie to make
& handles busness & solving prodiems, handling problems, Iﬁl‘:ﬁguﬂﬂuﬁs ms«m & handles busness & solving problems, handling problems, handling probiems, mswm
Judgment & Problem | financial affairs well; similanities, and smiladties, and similarities, and Judgment & Problem | financial affairs well; similanities, and similadties, and || simitarities, and
Salving judgmeni good in reldlion | diffemnces diflerences; secal diflerences; socid Sohving judgment good in relalion | diffesences diferences, socal diflerences, socid
io past parfosmance Judgmant usually impairmd io past parfommance judgment usually impaied
m m
independert funcfion at Slight impairment in these || Unable to funcfion No posshility of indepandent function outside home Independent funcfion at Slight impairment in these || Unable fo funciion o possibility of independent function cutside homa
wsual lavd in job, actiiias indapandantly at fhese wedl o . o ltobe usual levd in job, activilias indapandantly at fese well o . o ltnbe
Cammuniy Aftairs mﬂwuw-mwmww ::ik"'”wﬂ'wy_: T e || be taken to funcsons taken to funclions Communty Atairs | 7P mmmww b Wzg“??“ |5 taken to funcsons taken to hinctions
sppears nomal atfirst " || outside a family hama outside a family homa sppears normal st first " ||outside a family hamae outside a family homa
Life at hama, hobrbies, Liadlmma hnblma ) Mid but defnite Only smple tasks Heo significant ability to do Lifa at home, hoblies, Life at home, hobbies, Mid but definite Only smple fasks Mo significant ability to do
and i L impainment of lunclion al preserved, very resiricled | things in home and i L and s L impairment of lunclion al preserved very resiricled | Things in home
" wall mairtained mmud home; more dficult tasks | inferests, poory . wall maintained sighfly impaired home; more difficult tasks || intorests, poorly
Home and Hotiies abandonad; more mantainad Hame and Hoties abandoned; mora maintained
complicated hobbies and camphcaled hobiies and
Fully capable of $ell-care N prompling Requires assistance in Requires ruch help with Fully capable of sell-care Neads prormpling Requires assistance in Requires much help with
Parsonal Cara drassing, hygiends, parsanal care; frequent Parsonal Cara dressing, hygene, parsonal care; freguent
keeging of p keeging o p
belongings Belongings

Patients dans le groupe actif
A 18 mois : CDR-SB 4

Patients dans le groupe placebo
A 18 mois : CDR-SB 4,5

Déclin léger dans les activités domestiques, les activités de loisirabandonnés, une perte d’intérét...
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Clarity AD OLE : les résultats CDR-SB a 36 et 48 mois

L’immunothérapie peut-elle vraiment étre retardee ?

DANS LA POPULATION GLOBALE A 48 MOIS

DANS LA POPULATION EUROPENNE A 36 MOIS O ——+—+—— : = ; ; '

0 m 4—Study 301 RCT =) ¢=——— Study 301 OLE —— § i X
s 0
1 1 £5
2c
CDR-SB . b o
> Adjusted 2 | ecanema P ?
§ o i

ange
g From 3 1 3 g
= Baseline ADNI Matched |0-36 B g
(+SE) Control 3‘ Lecanemab
4 1 ¥ Placebo
APOE4 Noncarriers 3.916 ADNI
and Heterozygotes BioFINDER
5 T T T T T T T T T T T T
0 3 6 9 121518 24 30 3% VistMonths) & 3 & § % » ® & % ® &
Months
Lecanemab (N) 723 693 671 657 643 621 601 563 525 486  Per ADNI protocal,
Placebo (N) 743 721 702 688 658 652 640 assessment timing N(Placobo) 875 849 828 813 779 767 767
ADNI Matched Control (N) 346 325 315 102 238 139 139 Vanes N {Locanemab) 850 824 708 779 765 738 714 659 613 673 527 AT0

N (ADNI) 436 410 401 121 301 173 173 98 o8
N (BioFINDER 147 13 T 1

Van Dick C. AAIC, Toronto, Canada, July 2025.

Note: OLE includes those participants on subcutaneous and intravenous formulations. BioFINDER data are from BioFINDER 1.

Based on modified intention-to-treat analysis population. Adjusted mean change from baseline, SE and p-value are derived using mixed model repeat measures (MMRM) with treatment group, visit, treatment group by visit interaction, clinical subgroup, use of Alzheimer’s disease symptomatic medication at
baseline, ApoE4 carrier status, region, baseline value by visit interaction as fixed effects, and baseline value as covariate.

ADNI, Alzheimer's Disease Neuroimaging Initiative. CDR-SB, Clinical Dementia Rating-sum of boxes. OLE, open-label extension. SE, standard error.
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Retard de progression vers le stade de démence a 48 mois
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Quoi de plus pertinent cliniquement qu’une réduction du risque de démence ?
Le lecanemab réduit le RR de démence (modérée a sévere) de 56% vs ADNI

0.70 =
0.65 =
0.60 =
0.55 =
0.50 =
0.45 =
0.40 =
0.35 =
0.30 =
0.25 =
0.20 =
0.15 =
0.10 =
0.05 =

Event Rate

* Proportion de patients qui progressent vers le

0.00 =
Visit (Months)

Time to Worsening on CDR-SB stade de démence
* ADNI: 37.4%
Hazard ratio (95%Cl) 0.439(0.336,0.573) ° Leca nemab. 18 6%
P-value < 0.00001 ’ :
CDR-SB Range Staging Category
0 Normal
0.5-4.0 Questlonaple Cognitive
Impairment
0.5-2.5 Questionable Impairment
3.0-4.0 Very Mild Dementia
4.5-9.0 Mild Dementia
9.5-15.5 Moderate Dementia
16.0-18.0 Severe Dementia
T 1 T T | | T T T T | T
0 3 6 9 12 15 18 24 30 36 42 48

* Progression was defined as CDR-SB Score progressing to moderate dementia
(9.5-15.5) or severe dementia (16.0-18.0) based on dementia staging on CDR-

N (Lecanemab) 859 838 821 779 754 714 678 616 580 503 419 398 SB (O’Bryant et al., Arch Neurol 2008)
N (ADNI) 437 436 436 424 417 412 402 375 375 306 275 275 * Given less frequent assessment, since controlled-based imputation was used
for missing data in this analysis, CDR-SB (which has greater range) was used
Van Dick C. AAIC, Toronto, Canada, July 2025. rather than global CDR for disease staging

Note: OLE includes those participants on subcutaneous and intravenous formulations.

ADNI, Alzheimer's

Disease Neuroimaging Initiative. CDR-SB, Clinical Dementia Rating-sum of boxes.
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Eligibilitée pour Ulimmunothérapie en pratique clinique
Un population restreinte qui réduit le probleme de faisabilité ?

Amsterdam in The Netherlands from 2020-2022

Patients with cognitive complaints eligible for anti-amyloid treatment for Alzheimer’s disease at the Alzheimer Center

1309 patients with cognitive complaints were screened at
the Alzheimer Center Amsterdam from 2020-2022

% of new patients: 39% I

514 patients had clinical MCI or AD dementia

293 0
36 PPA
51018
SOFTD
17vadD
42 Cther forms of dementia
55 Other neurclogical discases
251 Other dagnoses

% of new patients: 15%
% of clinical MCI/AD: 38%
% of new patients: 12%
% of clinical MCI/AD: 31%

% of new patients. 3% [7-9%)**

% of clinical MCI/AD: 21% (18-24%)
% of amyloid positive: 68% (60%-77%)

% of new patients: 6% {5-7%)
% of dinical MCI/AD: 15% {14.17%)

% of amyloid posltive: S0% (45%-55%)

196 patients had COR of 0.5 or 1 and
MMSE >22 and <27

318CDROor >1 and
MMSE <22 or >27

I 158 patients were amyloid positive* l

13 amyloid negative

25 missing amyloid status

108 patients are eligible for AAT for
AD

50 with >4 microbleeds
or superficial siderasis

79 patients are eligible for AAT
for AD when using strict
inclusion criteria

28 APOE od/ed
1 used anticoagulantia

* Eligibilité basée sur 'approbation européenne

* 8% des nouveaux patients et 21 % des patients avec un
diagnostic clinique de MCI ou de MA (age moyen — 63
ans)

e Reésultats similaires dans d’autres centres : 8%

Claus JJ et al. Generalizability of trial criteria on amyloid-lowering therapy against Alzheimer's disease
to individuals with mild cognitive impairment or early Alzheimer's disease in the general population.
Eur J Epidemiol. 2025.

Eligibilité basée sur l’approbation européenne

Pittock RR et al. Eligibility for anti-amyloid treatment in a population-based study of cognitive aging.
Neurology. 2023;101(19):e1837-€1849.

 Dans un centre gériatrique : 0,7%
CanevelliM, Rossi PD, Astrone P, Consorti E, Vanacore N, Cesari M. “Real world” eligibility for
aducanumab. J Am Geriatr Soc. 2021;69(10):2995-2998.

* Une éligibilité ne veut pas dire un traitement !

Vigneswaran S, Vijverberg EGB, Barkhof F, van de Giessen E, Lemstra AW, Pijnenburg Y, Teunissen CE, van der Flier WM, van Harten AC. "Real-world" eligibility for anti-amyloid treatment in a tertiary memory
clinic setting. Alzheimers Dement. 2025 Jun;21(6):e70375.
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Atrophie et Lecanémab

Cortical thickness

Whole brain volume

= 0
ScE
ST s000-
= a 3
5|542
Z[§ 23 -10000
s § = : P<0.00001
2335 -1s000]
]
EE-
S -20000 |[— Placebo o
3 s — Lecanemab
Visit (Month) 0 6 12 18
(N) Placebo: 820 783 717 667
(N) Lecanemab: 799 750 678 644

Total hippocampal volume

Reduction

0 .
e
==
sl g~ -50
5|64E2
2l528€ L0
F] ; =20
B|=e e P=0.0039
Slegx3
£dgs 150
Sgé
-3 -200
Visit (Month) 0 5 12 18
(N) Placebo: 821 784 7 867
(N) Lecanemab: 799 750 678 643

Alves F, Kalinowski P, Ayton S. Accelerated Brain Volume Loss Caused by Anti-B-Amyloid Drugs: A Systematic

" 0
< .
go 3z -0.025]
SQ2E
CEEE 05
gelfx " | S
= 3 F2-0075 P<0.00001
2o
gagg 0 =
TLeoO _|| === Placebo L
E 0425 ——Lecanemab, =~ 7=
Visit (Month) 0 8 12 18
(N) Placebo: 820 782 717 667
(N) Lecanemab: 798 749 678 643
Left hippocampal volume
&e
§33_
5|S4EE
HE
2 f SEE
e[BEZ3
255
<= — Lecanemab |
Visit (Month) 0 6 12 18
(N) Placebo: 821 784 717 667
(N) Lecanemab: 799 750 678 643
* P<0.05; ** P<0.01; *** P<0.001; **** P<0.0001
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Lateral ventricular volume

0
2c 1000
£~
SWE_. 2000
26232 400
2 § o'§ E T .
o £50 4000 p.
g|=8>¢ <0.00001
13883 0 TH
i§§> 6000 = Placebo
2= 7000 | — Lecanemab
Visit (Month) 6 12 18
(N) Placebo: 821 784 717 667
(N) Lecanemab: 799 750 678 644
Right hippocampal volume
0
SE_
s a i,
[
§lee3E
(2582 eo]
2|38%3
3 §§ S .80 —— P=0.046
g8 = Placebo
= -100-| — Lecanemab -
Visit (Month) 0 6 12 18
(N) Placebo: 821 784 717 667
(N) Lecanemab: 799 750 678 643

Review and Meta-analysis. Neurology. 2023 May 16;100(20):e2114-e2124.
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Scott Ayton? - Robert Howard b. Madhav Thambisetty © &

Quelles explications ?

Pseudo-atrophie liée a ’élimination des dépots amyloides ?

geldzeg (Cﬁ;?,%g?;: (%’4Nicoll JAR, Jaunmuktane Z, Zetterberg H, Schott JM, Barkhof F, Fox NC. Brain volume change following anti-amyloid B immunotherapy for Alzheimer's disease: amyloid-removal-related pseudo-atrophy. Lancet Neurol. 2024
ct; : - .

* Quantité totale de béta-amyloide insuffisante pour contribuer de maniére significative a la variation de volume
(environ 5Sml/placebo)

Alves F, Kalinowski P, Ayton S. Accelerated Brain Volume Loss Caused by Anti-B-Amyloid Drugs: A Systematic Review and Meta-analysis. Neurology. 2023 May 16;100(20):e2114-e2124.

* Dissociation spatiale (perte de volume de la SB) et temporelle (atrophie continue a progresser au-dela de 12 mois
et donc non en lien avec les ARIA)

* Phénomene également mis en évidence avec les inhibiteurs de la B-sécrétase

Inflammation comme mécanisme plausible ?

* Etude nécropsique d’un patient traitééoar aducanumab : activité microgliale intense autour des plaques chez les
patients non traités/patient PRIME LT

Plowey ED, Bussiere T, Rajagovindan R, Sebalusky J, Hamann S, von Hehn C, Castrillo-Viguera C, Sandrock A, Budd Haeberlein S, van Dyck CH, Huttner A. Alzheimer disease neuropathology in a patient previously treated with aducanumab. Acta Neuropathol. 2022 Jul;144(1):143-153.

Neurodégénéresence ? Aucun lien établi avec le déclin cognitif et les ARIA!
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Relation entre la clairance amyloide et Ueffet cognitif

(A) CDR-SB Effect (95% CI) P-Value T
=
All data - 0.09 (0.034,0.15) 0.0016 P
[ Al antibody data - 0.088 (0.033,0.14) 00017 | ;
All published data v 0.086 (0.021,0.15) 0.0098 054 X “,,j‘
All published antibody data - 0.084 (0.02,0.15) 0.011 & i
[}
Most recent f—-amyloid targeting antibodies <> 0.095 (0.039,0.15) 0.0008 E i - - study
[ . i
All data excluding verubecestat | & 2 <> 0.097 (0.041,0.15) 0.0007 a .'}f! ! tpgng @ Aducarureab—1 (EMERGE)
T st o @ Aducarunab=2 [ENGASE)
Initial trials with data updates e 0.055 (-0.025,0.13) 0.18 T S r; ________________ m _______ g2 ® scuanaas3PRIME)
! J ' u B il A Lecareenan
i ! oy g L ' i = wm
Amyloid reduction harmful  Amylold reduction helpful § o ui i < L ,,“:,,__ n B
2 g 4 T Stsmaatrii2 EXPEOMON 4T
(B) ADAS-Cog Effect 95% CI)  P-Value g ' L | e i 7
o =054 - i W Venibecssist-1 (EPOCH)
All data - 0.33 (0.12,0.55) 0.0025 E i | .
[ All antibody data i 0.4 (0.19,0.6) 0.0001 ] F: i * Semagecestai-1
- i : ‘-\ Semagacestat-2
All published data ——— 0.29 (0.04,059) 0023 " ' {5 Denanamat (TRAILBLAZER-ALT)
All published antibody data ke 0.38 (0.15,0.61) 0.0013 5 :
Most recent }—-amyloid targeting antibodies R 041 (02,061) 0.0001 -1 i
1
All data excluding verubecestat 1 & 2 i~ 038 (0.17,0.6) 0.0005 !
Initial trials with data updates - 0.31 (-0.017,0.64) 0.063 e o i
f T T T | H
08 04 0 04 08 = = D!-D
Amyloid reduction harmful Amyloid reduction helpful tdean Difference from Placebo on SUVR Change

« Randomisation comme variable instrumentale pour éliminer biais ;72 Babe o4 Batson AR Martiil Sawin &, Kotak Saimon

d e co nfu S | on amyloid levels on change in cognitive and functional decline in randomized
clinical trials: An instrumental variable meta-analysis. Alzheimers Dement.

* Ajoutdes études PRIME, TRAILBLAZER-ALZ, ... 2023 Apr;19(4):1292-1299.
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Pendant ce temps-la, dans le reste du monde...

Référence Taille APOE4 ARIA (%) | ARIA-E ARIA-H ARIA
d’échantillo homozygote (%) isolée (%) | symptomatiqu

n (n= % e (%

234 8,5 22 15 6,7 5,7

Washingto Paczynski et al, JAMA Neurol

n 2025

Denver Moon et al, Neurology 2025 44 11 9 2,3 4,6 2,3
Abington Weisman et al, Neurology 2025 95 12 7 2 -
Louisville Shields et al, JPAD 2024 71 13 24 18 10 18

Y M - B\ %kl Bregman et al, Alzeimers Res 86 0 22,6 - - 1,2
ther 2025

m Iwatsubo et al, CTAD 2024 148 - 6,5 - . -

*Une ARIA-E et H modéré chez patient hétérozygote APOE4 (confusion résolutive en 1 semaine)
**ARIA non lié au déclin cognitif

Et bien d’autres cohortes chinoises de plus grande envergure non encore publiées !

Paczynski M, Hofmann A, Posey Z, Gregersen M, Rudman M, Ellington D, et al. Lecanemab Treatment in a Specialty Memory Clinic. JAMA Neurol. 2025 July 1;82(7):655-65.
Bregman N, Nathan T, Shir D, Omer N, Levy MH, David AB, et al. Lecanemab in clinical practice: real-world outcomes in early Alzheimer’s disease. Alzheimers Res Ther. 2025 May 28;17(1):119.

ARIA
sévere
%

1

2,3

4

O*
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Forme sous-cutanée et dose de maintenance

Early Alzheimer’s Disease Maintenance Dosing for the Treatment of Early Alzheimer’s Disease
January 26, 2025 LEQEMBI IQLIK is the first and only anti-amyloid treatment to offer an at-home injection to help patients and care partners
. . . ) ) continue to treat this progressive, relentless disease after initial treatment of 18 months
Once every four weeks maintenance dosing may be easier for patients and care partners to continue treatment LEQEMBI IQLIK will be launched on October 6, 2025. in the U.S

Alzheimer's disease progression does not stop after plaque clearance; ongoing treatment with LEQEMBI can slow disease progression and prolong
the benefits of therapy

IV monthly or

IV biweekly treatment SC-Al administered weekly*

o7y U.S. FOOD & DRUG

ADMINISTRATION

Initial therapy Maintenance therapy
Treatment 18 months

start
Image of transition from initial therapy to SC-Al maintenance therapy

*Application for SC-Al maintenance therapy is under US FDA review.

FDA to recommend additional, earlier MRI monitoring for patients with Alzheimer’s disease taking
Legembi (lecanemab)

Earlier monitoring can potentially help identify patients experiencing brain swelling or fluid buildup and
help inform treatment decision-making
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Quid de la France dans la recherche clinique actuelle ?

* Rapport de la HAS : 3,3% des patients inclus francais...

* En 2024 : 140

* Nécessité d’une recherche thérapeutique forte académique et
iIndustrielle +++
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4 N\
REMTERNETUG o\“am,e TRONTINEMAB
| . .
Anticorps monoclonal anti-amyloide e 4 L Technologie Brainshuttle )
iblant I'AB lut t
“ an pyrog utamate Trontinemab (Ebnc.llonth-u’lll::;; Microglia
Phase Ill TRAILRUNNER-ALZ 3 : IV/12 semaines - T e
Phase Ill TRAILRUNNER-ALZ 2 : SC/semaine 2 1961 Fe domain

Aggregated A
(amyloid plaque)

Brain parenchyma

La nouvelle génération
des thérapies anti-
amyloides

Cummings JL, Zhou Y, Lee G, Zhong K, Fonseca J, Leisgang-Osse AM, Cheng F. Alzheimer's disease drug development pipeline: 2025. Alzheimers Dement (N'Y).
2025 Jun 3;11(2):e70098. doi: 10.1002/trc2.70098. PMID: 40463637; PMCID: PMC12131090.
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Effet du Trontinémab sur la charge amyloide
Résultats de l’étude de phase Ib/IIb parties 1 + 2 combinées

—@—Placebo  —@—Trontinemab 1.8 mg/lkg  —@—Trontinemab 3.6 mg/kg

20 - +0CL Participants | 1.8 mg/kg 3.6 mg/kg
=~ 0 2CL - " <24CL(%) | (Part1+2) | (Part1+2)
-l
S +3CL z z
=4 -20 - BL . 0/61(0%) | 0/31(0%)
E ............................. ..........................................................
40
2 D50 1/12 (8%) | 1/6 (17%)
] : :
g’ _60 i 78 CL e |
£ g0 . D78 12/29 (41%) : 11/19 (58%) :
5 1 .
2100 - -83 CL ¢ . D106 4/15(27%) : 4/4(100%)
1120 -96 CL -96 CL |
Bl DI50 D'78 D1'06 D'196 D196  : 33/51(65%) : 21/26 (81%)
(#Doses) (0) (2) (3) (4) ()
Sacebo oo e ol s . p<0.0001 versus Placebo for both active dose groups and all post-BL time
1.8mg/kg n=57 n=12 n=29 n=15 n=51 . . .
36mglkg  n=30 n=6  n=19 n=4 n=26 points via mixed model repeated measures (MMRM)

1. Kulic L, et al. presented at AD/PD 2025. 2. Values at each time point were based on an MMRM model, with change from baseline in amyloid PET burden (CL) as the dependent variable and with fixed effects of treatment group, categorical visit,
treatment-by-visit interaction and baseline amyloid PET. 'n' represents the number of participants contributing to the model with available change from baseline at each visit. BL, baseline; CL, centiloid; D, day; PET, positron emission tomography.
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Total number of participants
with event (%)

ARIA-H

Microhaemorrhage
Superficial siderosis

Concurrent ARIA-E + ARIA-H

CA GHAUFFE
EN GERIATRIE!

Cohort 3 Cohort 4
1.8 mg/kg or Pbo 3.6 mg/kg or Pbo

(n=16) (n=16)
1(6.3%) 0
1(6.3%) 0

0 0
1(6.3%) 0

0 0

Cohort 3 Cohort 4
1.8 mg/kg or Pbo 3.6 mg/kg or Pbo
(n = 60) (n=22)
2 (3.3%) 0
4 (6.7%) 1 (4.5%)
2 (3.3%) 1 (4.5%)
2 (3.3%) 0
0 0

S
o
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PART 1 + 2 (COMBINED)

(n = 114)
Cohort 3 Cohort 4
1.8 mg/kg or Pbo 3.6 mg/kg or Pbo

(n=76) (n=38)
3 (3.9%) 0
5 (6.6%) 1(2.6%)
2 (2.6%) 1(2.6%)
3 (3.9%) 0

0 0

Essais cliniques de phase

Il TRONTIER 1 et 2

ARIA-E, Amyloid-Related Imaging Abnormalities-Edema/Effusion. ARIA-H, Amyloid-Related Imaging Abnormalities-Microhemorrhages and Hemosiderin deposition. D, day; Pbo, placebo; Radiologic ARIA-E severity according to 5-point grading scale (Bracoud et al.
Alzheimers Dementia 2017). 1. Kulic L, et al. presented at AD/PD 2025. Blinded safety data by dosing cohorts (cut-off date: 14 November 2024). The study remains ongoing and blinded to individual treatment assignments (randomization active to placebo 4:1in
both Part 1 and 2). Participants receiving trontinemab and placebo in a respective dose cohort are presented together by dosing cohort to avoid unblinding. 2. One participant in cohort 3 Part 1 developed two episodes of ARIA-E: first, on routine Day 22 MRI scan,
radiographically mild, temporally associated with mildly impaired attention over approximately one week, complete radiographic resolution within 4 weeks; second, on routine on Day 281 MRI, radiographically mild+, asymptomatic, complete radiographic
resolution within 8 weeks. In cohort 3 Part 2, one participant developed a mild+ asymptomatic ARIA-E on routine Day 22 MRI, another participant developed a mild ARIA-E on routine Day 78 MRI. Both ARIA-E events in Part 2 resolved within 4 weeks.
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Pour finir

 En attente SMR

* Des preuves d’efficacite

* Une nouvelle vague dont Uobjectif est d’optimiser

* « Ca prendra le temps que cela prendra mais ca arrivera »
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