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BACKGROUND

« Clinical trials of anti-amyloid therapies with successful amyloid removal
consistently demonstrate that individuals with Alzheimer’s disease (AD)
who receive treatment show excess gray matter volume loss and
ventricular enlargement compared with placebo, a phenomenon called

RESULTS

RESULTS, CONT’D

Longitudinal change in global and regional brain volumetric
measures due to lecanemab treatment

Modeling approach:
Outcome ~ fy + f(1) + Bo(ty05) + P3(Group) + B4(2,04 X Group) + (1 | Participant)

Normalized whole brain volume

Amyloid-Removal-related Pseudo-Atrophy (ARPA).’ {U fr<0 {ﬂ if Untreated © e e . TeamentGroup # Lecanemab Wk Unireated
: : , Lonst = : roup = _ X o oo e o
* Therapies that show greater change in cerebral and ventricular volume post I ifr=0 1 if Treated 760000 . N ; |
. . - . © ®
also show greater amyloid clearance and greater slowing of clinical decline S > Q:ofa 5o |
. . . — o oo —p -3y o I .
as measured by CDR-SB scores.’ Baseline AB burden and longitudinal AB clearance due to lecanemab treatment 5 720000 o °e %gz%cg;% 86,?;;  Aslope: p <.0083
® Aducanumab @ Bapineuzumab ® Crenezumab @ Donanemab ® Gantenerumab ® Lecanemab @ Solanezumab E ® e %O;;%s{%e@ %% OO%
Pre-treatment A burden Aslope due to Lecanemab = o ¢ 2 u @]}e & Difference in |
52 TRALBLAZERALZ® - 5 2 frALsLAzER Az @ (Bo, intercept) Paltyoq X Group) < 680000 =2 &% "*% % ° Aslope: p < .17 !
?f)—g 0-50- Lecanemab Phase 2 TRAILBLAZER-ALZ €2 os0- locsrssb Bhas s @ o PILBIAERALZ QG% I oq8 & I Asl - p<.073
: S ® CLARITY-AD § ;E ® CcLARITY-AD 640000 ° o I° o | slope: p=s.
23 GRADUATEN® o 24 GRADUATEI @ e I
§5 o25q Stdy3nn CRADEATE 53 0259 3ol SRARUATE -60 -40 ~20 0 20 ~60 _40 20 0 20
s £ e Study302 ® ENGAGE o £ ® 0y @ ENGACE
E:: e i A 0_®yEM£RGE _________________ Normalized ventricular volume
g8 @ EXPEDITION3 KMAENGE g8 CHEAD EXPEDITION3 @ I
0 % 50 75 0.00 025 050 18F-FBB PET SUVR !
Amyloid removal on PET (CL) Difference in CDR-SB score between the treatment -:l I
and placebo groups 14 1.55 1.7 75000 |
: : : X © |
Goal: To characterize the topography and magnitude of ARPA in a real- o | o Difference in /Aslope: p <.0034
world cohort of sporadic early-onset Alzheimer’s disease. E — | Aslope: p < .0042 :
Hypotheses: Longitudinal brain structural change will follow anti-amyloid 2 oo |
treatment and be primarily observed in areas with relatively less tau g 25000 Be g0 o° ,
‘e . e ~ :pSs.
deposition and neurodegeneration. — o e s | fie10PSt P27

|
0

-60 -40 20

MATERIALS AND METHODS 200 i

150 .

Normalized average hippocampal volume

Aslope: I !

-1.17 CL/yr, p .69

® [

We analyzed data from 30 individuals with sporadic EOAD in the
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CONCLUSIONS & FUTURE DIRECTIONS

treatment slopes of brain structural and amyloid change.

Lecanemab (n = 30) Untreated (n = 60) p

Sample characteristics Longitudinal change in cortical thickness due to lecanemab treatment
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Follow-up duration, months  25.3 (14.2, 29.0) 25.0 (14.0, 30.2) 0.86

p < .0022 for difference in Aslope

Values indicate: Median (Q1, Q3) for numerical variables; n (%) for ordinal and nominal variables.

O EOAD signature of cortical atrophy (Touroutoglou et al., 2023)
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