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@@Co ntexte

 Augmentation du nombpe des troubles neurocognitifs attendue danosﬁles
prochaines décennies s

* La Maladie d’AI;ﬁelmer est I'étiologie la plus frequente &
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* Trois es&aﬂs cliniques de phase lll « positifs » sur (au oms) le critere de
Jugemént principal
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* Nécessité de démarches diagnostiques coonlétes et logiques

‘ Titre de la présentation 20/12/2023
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Diagnostic syngrgomique vs. diagnostic étiologique
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Avantages

Définiv I'origine étiologique des
troubles neurocognitifs

Identification de la cible
thérapeutique

Inconvénients

Couteux
RYEHIN

Dispciibilité limitée aux centres
spécialisés




Task Force 1
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Blood Biomarkers from Reseaﬁ% Use to Clinical Practice: ™ d
What Must Be Done?  «° 3 2 o
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D Angioni, J Delrieu, O Haﬁfeéon, H Fillit, P Aisen, J Cummings, J R Sims, J B Braunstein, M Sabhggh, T Bittner,

M Pontecorvo, S Bozea;y‘)fL Dage, E Largent, S Mattke, O Correa, L M Gutierrez Robledo, V %a‘fbdivieso, DR

Willis, A Atri, R J Batgian, P-J Ousset, B Vellas, M Weiner &
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1) L'étatsdu développement des biomarqueurs pIasmatiqyé%
2) Les limites des biomarqueurs plasmatiques 5
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Les biomargueurs plasmatiques
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AB40, AB42 et AB42/40
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interpréter les
résultats ?

bénéficier ? Queis objectifs?
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Quel blomarqueur utiliser ?
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. plu5|egte1?s marqueurs plasmatiques (ex. AB42/40 + p- tauq)@e
° m?atmueurs plasmatiques + Apog4 génotypage ,\\0&
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* marqueurs plasmatiques + variables cliniques (ex age)




Histoire cogmtwgy

Antecedents ,@e

Traltemeafs medlcamenteux

Exameﬁ phyS|que

Exéfnen neuropsychologique \OQ;@
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EVALUATION CLINIQUE IMAGERIE MORPHOLOGIQUE TESTS SANGUINS




Chooﬁdu patient
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Pa’hent symptomatique +

@'d
A‘ftemte cognitive objectivée + &
\o‘b°Susp|C|on de Maladie d’Alzheimer &
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%oé’\@@ Appropriate use lnappropria@ﬁﬂuse
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When to use blqi@\\d- 1. In individuals with objective cognitive 1. Inste%@d“ of the cognitive testing
based markﬁs" impairment (possible or probable AD, 2. Inexéognltlvely unimpaired individuals,
9P \\0

i3 MCI/dementia) e@?cept context of clinical research
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2. If suspicion of AD, as part of the initial # 3. Use to determine disease severity in
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diagnostic workup & patients having already received a
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3. If any contraindication or patient@o& diagnosis of AD

aversion to LP (CSF biomarkers))ooq@ 4. APOE4 carriers with no cognitive

a9 - -
Y Impairment




Comment mtérpreter les résultats ?

How to interpretate

blood-based markers?

@
1. Holistic ag?p\;‘oach model combining
blood- lgésed biomarkers and cognitive
pegébrmance

§2 Need to perform CSF biomarkers or PET
if clinical presentation, structural imaging

or other evaluative tests conflict with the

blood-based biomarker test result

1. Interpretation of biomarkers v@ﬂlout

considering the history, chmqgi exam,
QJ

cognitive testing, and patgént autonomy
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Potential role(\é\@ Where?
: N : : - :
Risk/probggility | To detect persons at risk for a disease or condition Primary care
<
e ‘ _ v, Primary care and specialistsin g
Diagftosis To confirm the presence of a disease/condition ] P
N memory disorders S
P <9
A 7
. ) To determine risk of worsening and/or progression | Primary care and spec1alel§fs in
rognosis ) S
from MCI to AD memory disorders ‘\%@’
7> . &
W To assess changes in disease severity or the effect of o R _
Monitoring Specialists in mM@mory disorders
a treatment &
é;é‘\
) ) Spec1all$€s in memory disorders and
Pharmacodynamic | To detect changes in response to treatment
Cln’g@?ﬁ trials
o To predict a favorable or unfavorable effect of a K\fg‘peclallsts in memory disorders and
Predictive beﬁ o _
treatment &> | Clinical trials
& e :
W Specialists in memory disorders and
Safety To detect an adverse event o0 o )
O Clinical trials
&
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Avantages: Diagnostic et prlse en charge plus rapide
» Possibilité de combiner Iaoﬁosage des biomarqueurs avec des

évaluations digitales
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* Sous-diagnostic de@athologles cognitives # Maladie d’Alzheimer. «*
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Test normg % Absence de troubles cognitifs &
' ® %&0
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* Mesusa @@
!&*sage a large échelle, ex. PSA pour le cancer de*fa prostate
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* Interprétation incorrecte des résultats 5
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nécessite absolue d’une consultatlop& He synthese des résultats
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San Francisco, USA
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Inclusion
Marqueurs
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* Monitoring: évaluer la réponse au traitgrment
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Marqueurs plasmatiques: criteres d’entrée
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Table 1. Some examples of BBMs usgdn clinical trials as entry criteria (&
X\ .
@‘Q’ PRE-SCREENING Q\‘ef-’
o e
Study Clinicaltrial. Phase Population Drug BBM Conﬁrma@t&?y Exam
Identifier 3 &8\‘
XY
AUTONOMY NCT 08@420 I Early symptomatic AD JNJ-63733657 p-tau217 Ta®~?ET
INVOKE-2 N@B-’l592874 II Early symptomatic AD AL002 Precivity AD™ (algorithm derived é>®3§}nyloid PET or CSF
2 from A 42/40, ApoE and Age) &
& @
PROSPECT-ALZ & NCT05063539 1 Early symptomaticAD  LY3372689 p-tau217 & Amyloid PET
& & Tau PET
o ee’(\
TRAILBLAZER- 2 NCT04437511 11 Early symptomatic AD Donanemab p-taul8l Q\\% Amyloid PET
& K Tau PET
Q
AHEAD‘.[‘,QI‘% NCT04468659 11l Preclinical AD Lecanemab Ap42/40ratio §° Amyloid PET
>
SKYLINE NCT05256134 11 Preclinical AD Gantenerumab  p-taul81 and g@\fbol? Amyloid PET or CSF
2
SCREENING o>
o
Study Clinicaltrial.gov Phase Population Drug BBM&®
S
Identifier &
o
TRAILBLAZER-ALZ 3 NCT05026866 11 Preclinical AD Donanemab 'o@p-tauzw
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Marqueu&f‘s plasmatiques:
criteres d'entree, dans les essais thérapeutiques
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Table 2. Key points about BBM§ use as entry criteria for Alzheimer’s trials &
* Promising feedback for BBM% as pre-screeners but limited experience for BBMs as screening tools. ‘ %{Q’%Q
o Advantages of BBMs usgd &0{\
o Lower costs foge,eﬁrollment if pre-screening is done with BBMs, since less screening failures occur with @ylmd PET or
CSF analys1s,@?

&
o BBMs can e,p\romote enrollment speed and reduce burden for study participants v\,;:\“”
o A bloodgs?ample for a BBM can be obtained in a home setting. ey
e Gaps to b%q)%solved

&°
Q
0 Lgﬁhted knowledge of confounding factors, potentially able to modify BBMs values «@0
0©céut points established from previous repositories of plasma collected from research pat\ténts may not be applicable in
g» more diverse populations.
2
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Marqueufs plasmatiques:

Q}"

criteres de monitorjng dans les essais thérapeutiques
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Table 3. Some examples of BBMs e in clinical trials as monitoring criteria J‘,’\
B 2 -
Clarity AD En&@%e Engage Scarlet Road Marguerite Road  Trailblazer ALZ  Trailblazer ALZ 4 A.Léfl—m-
> KDBM
R\ <
) ~\@
NCT03887455 . \&16(_"{02484547 NCT02477800 NCT01224106 NCT02051608 NCT03367403 NCT05108922 %&ON CT04693520
(@)
% o
Lecanemab | %50 Aducanumab Gantenerumab Donanemab Donanemab vergus ALZ-801
(’\’\@ Aducan
%0 \,i/g\
Phas & Phase 3 Phase 3 OLE Phase 2 Plc\b@% 3 Phase 2
@ S
AB42/40  Increasg®" from BL +14% fromOLE ~ +9% from OLE ~ +4 % * from BL Qc‘}‘q’
& mol8 BL to mo36 BL to mo36 to w76 %e)e
N NS
p-taul8l O@%uced ** from BL -13 % ** from BL -16 % ** from -13 % from OLE -7 % from OLE be;Q -41% from BL
‘b© to mol8 to w78 BL to w78 BL to mo36 BL to mo36 (\é\ to w52
\Z ©
p-tau1817 Q}o’f"\ -37 % from BL
Ap42 %6‘@\‘ to w52
p-tau217 - - -24% from OLE -11% from OLE -253&- ** from BL Donanemab -25%
BL to mo36 BL to mo36 ¥ tow76 Aducanumab+2.8%
& from BL to w24
0(\
GFAP Reduced ** from BL & -12% ** from BL
to mol8 ({b\ to w76

INe)
>
~

>\

BL, baseline; mo, months; OLE, open label extension; w,week; * no significant difference with placebo §gﬁ * significant difference with placebo arm
&Q
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I\/Iarqueur“f plasmatiques:
criteres de rm)mtorlng dans les essais
&therapeuthues
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Table 4. Key points about BBMgehse to monitor treatment effects in Alzheimer’s trials &

* BBMs can be performed moeé frequently than PET due to no radiation burden, permitting to improve the temporab’i“esolutlon

of monitoring. L &o\
* BBMSs cannot inform abe‘ut the neuroanatomic evolution of AD pathology. <
* Multiple BBMs covgff'ng neurodegeneration, neuroinflammation and neuropathology, can be assessed b@sed on one blood
draw. o° @
e BBMs have mz%xhe.ly been used as exploratory outcomes in AD clinical trials so far. ev@
* More evidegfe that drug-induced changes in BBMs values are consistently correlated with bem?flaal changes in clinical
outcomegas required to use BBMs as surrogate endpoints in clinical trials. &e
. Charagﬁ&'lstlcs of an optimal monitoring BBM: beQ
gitudinal change of BBM concentration is associated with changes in underlying patladlogy
YBBM values reflect the drug-induced changes in brain \o

o At the individual level, changes in BBM could allow treatment to be tailored (e.g. lo&féer/ greater doses or frequency, decision
to start/stop treatment). &
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Take he ‘°\me messages

Marqueurs plasmatiques de Ig»«‘maladle d’Alzheimer: avancees importantes dans la-
derniere décennie
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Avantages des blomaﬁqueurs plasmatiques: non invasifs, moins couteux, pgétentlellement
utilisables en deh@?’s des centres spécialisés y&
‘\@0
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Limites: tecl;pr‘ilques valeurs seuils, facteurs confondants &
Oooq@@ &Q‘«@"’

Les rnﬁrqueurs plasmatiques peuvent faciliter les procedur;,e‘s de recrutement des essais
thérapeutiques et limiter les colts \&6"’

Les marqueurs plasmatiques ont le potentiel ﬁour faciliter l'arrivee des nouvelles
thérapies en pratique clinique. .e'*‘




