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TR E[EESELY) 0.24 (0.10-0.37)
i bL—=>79 0.29 (0.13-0.44)
P DES 0.52 (0.32-0.71)
—[B1 DD K fi A5 53 ik 0.09 (-0.28-0.46)
455r~6073 0.31 (0.16-0.46)
SR ([O]/38) 2010 F 0.32 (0.32-0.52)
3-4[g] 0.24 (0.07-0.40)
S 1K 0.10 (-0.02-0.23)
P 0.17 (0.03-0.33)
G 0.16 (0.04-0.27)
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[ZILINAR—RICLBERRABES L UERERAE] ZWRE UIEHABRTI .
BEEREARFE MA85HER (30158 CCore Study) (BHAT —9 23 L)

CNSOEHERPHSHNBZCEHNHBVET
EBEREEDER. BRFHPRSNLEBSICREMISERBLTIEE L,
OELENER (LY~ EH TN LCRRULEER)

PAA L7 Es P Lr>E#
(n=897) (n=898) (n=897) (n=898)
EACHEDSRIG 64 (7.1) 234 (26.1) EASBAIMEHNRLE 3(0.3) 2(0.2)
ARIA-H*! 78 (8.7) 148 (16.5) EANBBAL 1(0.1) 2 (0.2)
7207REEEHERE-RINEMBIONESTUVEE| 67 (7.5) 122 (13.6) E e 2 (0.2) 2 (0.2)
HBRNEDT LB 20 (2.2) 47 (5.2) IO/ MNIARA75—EEN 2 (0.2) 2 (0.2)
A 30 0 4 (0.4) 23LA70—)LmE 0 2(0.2)
7 X001 REEEKRER-ZE/ZHRETE (ARIA-E) 15(1.7) 113 (12.6) S =ES 1(0.1) 2(0.2)
58 8 (0.9) 16 (1.8) iLREE 0 2(0.2)
BEE 6 (0.7) 15 (1.7) KRR 0 2(0.2)
&S 3 (0.3) 5 (0.6) fEalLRRE 2(0.2) 2 (0.2)
12 1(0.1) 5 (0.6) S5DiR 3(0.3) 2 (0.2)
ZENESHFE L 5 (0.6) 4 (0.4) E{=]7 0 2(0.2)
EANEIFEZ 0 3(0.3) ALDE 0 2(0.2)
2D 0 2(0.2) eI MR mE 0 2 (0.2)
MedDRA Version 25.0 SHiZREREFollow upHiEESE n(%)

1 ARIA-HIC(E, BB, BEEALm. RREMm. MEANEDT U VREE. 7300 RESERES-WI\LINSSUNED T VinE., N BENEMmASENS (MedDRA Version 25.0).

HAGEREHIER | BRLEERAEIEFER(3015) [LEQ-0009]
van Dyck CH, et al.: N Engl J Med 2023; 388(1): 9-21 [LEQ-0002] [FFE#ER : FHE(E T —H1 () DE(CL > TiIThhnt, EE LT -1 #RDHENSENSB.]
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(1 X—2R) (1 X—2R)
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\ [ /] |
MEREFE ZHRATE Aufg/I\Bm BRNANTD TV IRBIE
1)Cogswell PM, et al.: AJNR Am J Neuroradiol 2022; 43(9): E19-E35
2) EGRFEHIEF | EERHEERARS 4858k (301585k) (LEQ-0009]
3)van Dyck CH, et al.: N Engl J Med 2023; 388(1): 9-21 [LEQ-0002] [#l&#B% : FARE T —H1 MR DZIEICL > Tihibilc, EBICT—H 1 (HRDHENSEN D)
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Lecanemab Unique Dual-Action Mechanism:

Targets Highly Toxic Protofibrils and Rapidly Clears Amyloid Plaques
e

Lecanemab Lecanemab
Slows Tau Pathology

Lecanemab

Lecanemab
Targets Protofibrils Clears Plaques

Dual Mechanism

Soluble forms Insoluble forms
Alzheimer's disease

Most neurotoxic forms

. ] Neuron

Monomers

I
Oligomers <75kDa Protofibrils >75 kDa :
I
I

1 |

a Oligomer/ %....
protof 1bril a....

* ﬁli ='e

antlbodlﬁs
“:-

— Tau aggregates

Neurofibrillary tangle

L]

The unique dual action of lecanemab rapidly clears amyloid plaque and highly toxic protofibrils'5
— Selectively binds to soluble AR aggregated species, with preferential activity for AR protofibrils over monomers (>1000x)

and over fibrils (>10x)"6-10
Slows tau pathology in temporal lobe (early Braak regions) which is a hallmark of disease progression

Lowering A is a crucial step, but AD pathology may still include tau propagation from neuron to neuron

L]

L]

AR, amyloid-beta; kDa, kilodaltons. Source: Presented at CTAD 2021. Mote: lllustration is based on data from Biacore, inhibition ELISA and immunoprecipitation.

1 8 1. Soderberg L. et al. Neuratharapautics. 2022 Oct 17. 2. van Dyck CH, at al. N Engl J Mad. 2023 Jan 5;388(1):8-21. 3. Lecanemab prescribing information Available at: https2iwww accessdata Mdagowdrugsatfda_docs/labeli2023/761269s5001 bl pdf  Accessed July 24, 2024. 4. Stern AM, ot al. Neuron. 2023 Jul
5:111(13):2012-2020.04. 5. Ono K, Hampel H. Int J Mol Sci. 2020 Jan 31;21{3):952. 6. Tucker 5, et al. J Alzheimers Dis. 2015;43(2):575-88. 7. Lord A at al. Neurobiol Dis. 2009;36:425-34. 8. Sehlin D, et al. PLoS One. 2012;7:032014. 9. Sehlin D, et al. Neurodegener Dis. 2011;8:117-23. 10. Logovinsky V., at al.

Alzheimears Research & Therapy. 2016:8:14



Clarity AD OLE: CDR-SB Efficacy Through 36 Months -

Lecanemab-Treated Patients Continue to Accrue Benefit Through 36 Months

50

+ Treatment effect between lecanemab and ADNI cohort continues to expand from 18 through 36 months

 Delayed start group also shows benefit in OLE relative to ADNI cohort

0
0.4-
0.8- .
T * ADNI observational cohort
29 s represents exact
%g " popglation of those in
{:,é 24 Clarity AD study
gL 32- - Matched ADNI participants
52 36 show similar degree of
<® 4 decline to placebo group
4.4 out to 18 months
L R el e e e il e Bl Ee el S
0o 3 6 9 12 15 18 24 30 36
Visit (Month)
N (Delayed start): 875 849 828 813 779 767 757 662 602 549
N (Early start): 859 824 798 779 765 738 714 659 613 569
N (ADNI): 436 410 401 121 301 173 173

Mote: Early start lecanemab 10 magikg biweekly group are those subjects on lecanemab 10 mghg beweekly in the Core. Delayed start LEC10-B\W group (those subjects that inikate lecanemab 10 mgikg biweekly in the OLE). OLE incedes those participants on subcutanecus and intrevenous formulations.
Based on testing the hypothesis that early start amm maintains at least half of the treatment effect seen at the end of 18 monthe. Based on maoddfied intention-to-treat analysis population. Adusted mean change from baseline, SE and p-valwe are derived using mixed model repeat measuras (MMRM) with treatrment
growg, visit, treatment group by visit interaction, clinical subgroup, use of Alzheimer's disease symptomatic medication at beseline, ApoEd carrier status, region, baseline value by visit interaction as fixed effects. and baseline value as covariate.

ADMI, Alzhetmer's Disease Newoimaging Intiative. COR-58, Clindcal Dementia Rating-sum of boxes. OLE, open-label extension; SE, standard error.






