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En tant qu mvest;gateur le Dr. Ousset a recu ou recoit des financements @"’&
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Acadfa Pharmaceuticals, Alector Inc., Alzheon Inc., Araclon BIOteCh\dSL

,%s\‘fraZeneca Biogen, Avanir Pharmaceutlcals Cortexyme Inc., Elsalodﬁc EI|

& Hilly, Genentech, Inc., Hoffmann-La Roche, Janssen Research & De\\@opment

& Medesis Parma, Merck Sharp & Dohme, Novartis Pharmacezbf‘flcals Novo

Nordisk, Shanghai Greenvalley Pharmaceutical Co., TauRx Tla%rapeutlcs Ltd,
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o
&
N
Y




 — | e b e ‘ o Ea www.ctad-alzheimer.com
1‘* &y o EaaraE e e Email: ctad@ant-congres.com

@d
&0&0
&
b&c\
.\\\‘%‘
&o
<
@ L4 \ . . 7 . e
> katteurs associés a l'efficacité des traitements monoclonaux &
& ¥
@ &
\@\\o . .. b «\é\
& » Nouvelles voies d’administration &
&2 o?
d &
© &
V2 &

o




A

Donanémab : ralem;ts“sementlnversement
corrélé a la charge*“l’au initiale
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DONANEMAB IN EARLY SYMPTOMATIC ALZHEIMER’S DISEASE: AﬁDITIONAL INSIGHTS FROM TRAILBLAZER-ALZ 2
J.R. Sims, T. Iwatsubo, S.M. Greenberg, M. Mintun et al. CTé&‘f’OZ.?




Lecanémab : amelioration des patients a
charge Tau initiale farble Sous-étude Clarity
PET Tau
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mois (CDR-sb), versus 55% sous placebo.

60% sont améliorés, versus 28% sous placebo. &

LECANEMAB FOR EARLY ALZHEIMER'’S DISEASE:LONG-TERM OUTCOI\éLé‘\S PREDICTIVE BIOMARKERS AND NOVEL
SUBCUTANEOUS ADMINISTRATION. <§?5°
C. Van Dyck, K. Johnson, R. Sperling , M. Irizarry. CTAD2023 o°
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Lécanemab : Resultafs confirmés sur |'étude
d’extension OLE .
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LECANEMAB FOR EARLY ALZHEIMER’S DISEASE:LONG-TERM OUTCOI\éLé‘\S PREDICTIVE BIOMARKERS AND NOVEL
SUBCUTANEOUS ADMINISTRATION. <§?f°

C. Van Dyck, K. Johnson, R. Sperling , M. Irizarry. CTAD2023 o°




Donanémab : Une dﬂ‘hlnutlon rapide des
plaques réduit Ia charge Tau
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RAPID AMYLOID CLEARANCE AND EFFICACY: RESULTS FROM TRAILBL,@QER -ALZ 2, A PHASE 3 STUDY OF DONANEMAB
FOR TREATMENT OF EARLY ALZHEIMER’S DISEASE. @‘9

S. Shcherbinin et al . CTAD2023 s
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'amélioration cllnlqu‘é se manifeste des mois
apres |'éliminatios’ ‘des plagues amyloides
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POOLED ENGAGE/EMERGE INTEGRATED P@CEBO CONTROLLED PERIOD AND LONG-TERM EXTENSION (LTE) TOPLINE RESULTS: SLOWER
CLINICAL PROGRESSION AT WEEK 134 IgéFADUCANUMAB TREATED PATIENTS THAT BECAME AMYLOID PET NEGATIVE AT WEEK 78. pﬁ
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> Les patients amylo‘l\d@ negatlfs a la fin des études EMERGE/ENGAGE (N=41) montrent un bénéfice cognltlf

supérieur aux pq%ﬁants restant amyloide positifs, mesuré a la fin de I'’étude d’extension de 1 an. &6
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AN EXPLORATlONbGOF AMYLOID REMOVAL MEASURES IN RELATION TO CLINICAL BENEFIT: A REVIEW AND META- REGRE&S(]ON OF ANTI-

AMYLOID TRIA‘E(S\ IN AD. \'19
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> g«? Meilleurs indicateurs d’efficacité : charge amyloide et % de patients négatifs 1 an agght la fin des essais.
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CLINICAL AND ATN BIOMARKER FINDINGS ON THE IMPACT OF AMYLOID REMO\{:&L IN A 10 YEAR PREVENTION TRIAL —
THE DIAN-TU-001. &

R. Bateman, E. Mcdade, G. Wang et al. CTAD2023

> Les sujets traités par Ganténérubab de facon constante et qu@valent une clearance précoce des plaques

déclinent de 47% de moins sur CDR-sb que les « non repondgﬁrs » apres 6 ans de traitement.
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ApoE4 : peu d’
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LApoE4 pourrait abaisser le seuil a partir duquel I'amyloide agirait sur les Iesmgfé Tau

ApoE4 and Connectivity-Mediated Spreading of Tg@ Patho/ogy at Lower Amyloid Levels.
Steward A et al.
JAMA Neurol. 2023 Nov 6:e234038.

EFFICACY OF DONANEMAB BY APOE4 CARRIER STATUS IN TRAILBLAZbEJR -ALZ 2, A PHASE 3 RANDOMIZED CLINICAL
TRIAL IN EARLY SYMPTOMATIC ALZHEIMER’S DISEASE.

C.D. Evans et al . CTAD2023
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Lécanémab : Admihistration sous-cutanée
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Acces plus simple, plusoﬁe confort pour les patients = meilleure observance
Colts da dm/n/strawn moins élevés e&d
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Mote: PET scgy\?s prior to injection/infusion indicated by the blue arrows

LECANEMAB FOR EARLY ALZHEIMER'’S DISEASE:LONG-TERM OUTCOI\éLE‘\S PREDICTIVE BIOMARKERS AND NOVEL
SUBCUTANEOUS ADMINISTRATION.
C. Van Dyck, K. Johnson, R. Sperling , M. Irizarry. CTAD2023 o°
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Les espoirs du « Brain Shuttle »
Trontinémab &J@Q’\

Active TfR1 transport at
the capillary level

Un fragment Fab permg‘éﬁgu Ganténérumab
de se lier au récepte%e@e la transferine >
passage de la barg@é‘re hématoencéphalique
au niveau capi/{b(gﬁe.
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TIR1: Transfermin receptor 1
Tf: Transfermin
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> Une efficacité qui gétait 40 a 50 fois
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@ 2 S
® 8 60 , W y
£ 4 » Taux d’ARI&fte plus bas observé avec
§ 20 les anticogSs monoclonaux.
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THE ANTI-AMYLOID BETA «BRAIN SHUTTLE» ANTIBODY TRONTINEMéZS’QRAPIDLY REDUCES AMYLOID PLAQUES IN
PEOPLE WITH ALZHEIMER’S DISEASE. S
L. Kulic et al . CTAD2023 s
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DONANEMAB IN EARLY SYMPTOMATIC ALZHEIMER'’S DISEASE: ADD|T|O§L§}L INSIGHTS FROM TRAILBLAZER-ALZ 2
J.R. Sims, T. Iwatsubo, S.M. Greenberg, M. Mintun et al. CTAD2023 <
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BINDING PROFILES OF LECANEMAB AND DONANEMAB TO DIFFE&?ENT AMYLOID-BETA SPECIES.
L. Lannfelt et al. CTAD2023 o
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Déverrouiller la barri€re hémato-encéphalique
réduit le risque d’AﬁIAs
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» Le passage par Ieg&éébpillaires
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moins chargés @ﬁ%amylo'l'de du

Trontlnem\@ﬁ redwralt le risque
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TI-{& ANTI AMYLOID BETA «BRAIN SHUTTLE» ANTIBODY TRONTINEMAB RAPIDLY REDUCESaé\QI\/IYLOID PLAQUES IN
CE]?OPLE WITH ALZHEIMER’S DISEASE. \&
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» L'ouverture de la barriere hémato-encéphalique par ultbga%ons augment I'absorption de

I’Aducanumab sans ARIA associé (3 patients). D

ACCELERATED B-AMYLOID PLAQUE REDUCTION IN ALZHEIMER’ %fBﬁSEASE COMBINING ADUCANUMAB INFUSION
WITH FOCUSED ULTRASOUND BLOODBRAIN BARRIER OPENIN@?'
A.L.I.R. Rezai et al . CTAD2023 @00
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CONCLUSIONS .«
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» Traiter le plb;ﬁetot possible avant que A3 agisse sur Tau. o

> Eliminesﬁz plus rapidement possible la charge amyloide. @f"’
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> Fac&i"’cer le passage de |a barriere hematoencephallque«
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@f “I think we will deliver on the promise of changing the coug@e of the
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disease. That day is coming” &

Randall Bateman 50
Washington University in St. Louis




