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Neurofibrillary Tangles (NFT) of Tau®2 _ Neurodegeneration®#
Amyloid Plaques®* o
y 9 Composed of hyperphosphorylated microtubule-associated Cerebral atrophy, where sulci widen

Composed primarily of the protein tau (P-tau); intraneuronal filamentous inclusions
insoluble AP peptide AB,,;
extracellular

and gyri narrow,® is caused by a

decrease in synaptic density and
neuronal loss’8

Neuroinflammation®

Gliosis

Healthy Brain

Severe AD

Y

Ap=Amyoid Betz;
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M, etal J Bol Chem. 1996,271(8):4077-4081. 5. Ferrea D, etal. Front Newrol. 2019;10

4. 6. CastelaniRJ, et o

8 Blrkouskaya Y, Weickenmeler .
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Proteina Precursora Amiloide
Funciones

Actividad sinaptica

Func. Protectora

Neurogenesis

Plasticidad

Nuevas Conexiones

Hiperproduccion AR
Causas genéticas
Isquemia
Traumatismo
Infecciones

Estados inflamatorios

é?

Cortesia de Pablo Martinez-Lage, MATURE REVIEWS | NEUROLOGY Polanco JC, et al. Nat Rev Neurol. 2017; 14(1): 22-39.
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Polanco JC, et al. Nat Rev Neurol. 2017; 14(1): 22-39.
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AD (n =48) MCI (n = 95) OCN (n =58) YCN (n= 16)

Pontecorvo MJ, et al. Brain 2017; 140: 748-763
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AD Progression
ABNORMAL

Causas/desencadenantes
Edad - Envejecimiento
Genética / Epigenética
Inflamacion

Salud cerebral — (Vascular)
Copatologias
Comorbilidades

NORMAL : - TIME )
Pre-Symptomatic eMCl  LMCl Dementia Infecciones
Microbioma
= (SF abeta42 s FDG PET = Function (ADL) .
== MRI Hippocampal Volume Metab0||sm0
—  Cognitive Performance .
_ Traumatismo
Aisen P et al. Neurology 2011:76:280-286 Reserva. -

Jack CR, eter—rerrocrrreororrororotrrrro—ro-
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Glia limitans Perivascular space
Neuron / Perivascular -
f 2
Review g
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% Cerebral
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£ % % : SR-B, CD36
: PICALM
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= Paravascular

S Glymphatics
astrocyte Perivenous
end-feet astrocyte
end-feet
Cervical
-------------------------- Lymphnodes

ladecola C. Neuron 2017; 96(1): 17-42..
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La Patologia vasculary la
patologia alzheimer
interaccionan;

una favorece la otray
viceversa

y juntas producen mas
afectacion clinica
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| Mendierelir

ADPDHDALS

Comunicacion intercelular
Inmunidad/inflamacion
Neurogénesis

\__ ADPDHD  J " | el I

Callular
SENESCence

ADPDHD ALS

Senescencia celular
Disfuncion mitocondrial
Senalizacion nutricional

Senescencia celular

Condiciones de estrés

Detencién del estado proliferativo
Fenotipo secretor pro-inflamatorio
Activacion inmunidad innata

Hou Y, et al. Nature Rev Neurol 2019; 15: 565-582.
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Beneficial effect of bilingualism on Alzheimer’s disease CSF
biomarkers and cognition

Ainara Estanga®, Mirian Ecay-Torres ©, Almudena Ibafiez ¢, Andrea Izagirre °,

Jorge Villanua ¢, Maite Garcia-Sebastian ”, M. Teresa Iglesias Gaspar®, CorrEIaCJOn con Ia edad en Cada grupo
Ane Otaegui-Arrazola®, Ane Iriondo“, Monserrat Clerigue , Pablo Martinez-Lage *~ (Sujetos con Fazekas=0; cova riables sexo y

vocabulario

(CSF biomarkers result comparison between monolinguals and early and late bilinguals Grupo: Monolingiies

CSF data Descriptives data Generalized models
Monolinguals (n = 59) Late bilinguals (n = 52) Early bilinguals {n = 55) Monolinguals Monolinguals
versus late versus early
bilinguals bilinguals
B p‘l B pa Grupo: Bilingles Tardios
Af1—42 pgfmL 853.39(252.94) 846,03 (23962) 819.70(176.94) —~46.25 026 -60.38 0.14
t-tau pg/mL 240.49 (104.29) 237.10 (82.71) 198.18 (66.22) 0.23 0.99 ~35.15 0.019"
p-tau pg/mL 45,49 (16.15) 4569 (1325) 40.64(11.64) ~0.60 0.81 ~3.88 011
t-taufAR1—42 ratio 0.31(0.22) 0.31 (D.18) 0.25(0.12) 0.02 0.37 ~0.03 0.24
p-tau/Af1—42 ratio 0.06 (0.03) 0.06 (0.03) 0.05(0.02) 0.006 0.19 ~0.002 0.65
Preclinical AD CSF stage, No. (%) e
Stage 0 44(74.6%) 35 (67.3%) 51(92.7%) 0.51 027 ~1.63 0.02" Grugo: Siingfles Tempranas
Stage 1 7(11.9%) 9(173%) 2(3.6%)
Stage 2 4(6.8%) 1(19%) 1(1.8%)
SNAP 4(6.8%) 7(135%) 1(1.8%)

Grupo: Bilinglies

El bilingliismo “modera” la relacion entre edad y grosor cortical

Estanga A, et al. Neurobiology of aging 2017; 50: 144-151
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Diabetes

Disminucion K (
senalizacion v ; _ Inflamacioén
insulina ' |

\ Neuro- ‘
Degeneracion
Metabolismo &_ Metabolismo
del colesterol de la

acetilcolina

Envejecimiento

Neurologia. 2018;33:47-58
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UDMERETDRMINuUir agregacion-oligdmeros

* Tramiprosato/Gammataurina (Alzhemed)

“ANTIAGREGANTES” DE AMILOIDE * Clioguinol
e Scilo-inositol
e PBT2

Diana: Amiloide, disminuir formacion

INHIBIDORES de GAMMA-SECRETASA EREEYEEEICNE]:
Avagacestat

Verubecestat
Lanabacestat
Atabecestat
Elenbecestat
Umibecestat

INHIBIDORES de 3-SECRETASA (BACE)

Long JM, Holtzman DM. Cell 2019; 176: 312-339
Liu PP, et al. Signal Transduction and Targeted Therapy (2019) 4:29
Yiannopoulou KG, Papagiorgiou SG. Journal of Central Nervous System Disease 2020; 12: 1-12
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AB 42
N B-cell epitope T-cell epitope C
1 |« > | | >| 42
DAEFRHDSGYEVHHOKLVFFAEDVGSNKGAIIGLMVGGVVIA
Full-length-targeted N-terminal- and central-domain-targeted
@ AN1792 ® Gantenerumab
N-terminal-targeted Central-domain-targeted C-terminal-targeted
® Amilomotide @ UB-311 ® Crenezumab @ Solanezumab @ ABvac40
@ Aducanumab @ Donanemab
® Lecanemab — _ _
Active immunotherapy ® Terminated/Withdrawn
Passive immunotherapy @ FDA approved
® Phaselll
@® Phasell
Fig. 1 Immunotherapy strategies targeting AB. AB immunotherapies are classified by the mechanism of action, AB domain targets and progress of
development )

Song et al. Translational Neurodegeneration (2022) 11:18
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Amyloid plagues comprise a heterogenous mixture of

post-translationally modified AB peptides!-?

The isoforms AB,, and AB,,, and N-terminal variants
(eg, N3pG AB), are the primary constituents of amyloid
plaques found in patients with AD**

N3pG AB is present only in established plaques3*

AB1.40/42 N3pG A /

1. Dammers C, et al. Biophys J. 2017;112(8):1621-1633. 2. Bayer TA. Mol Psychiatry. 2021;doi:10.1038/s41380-021-01409-2. 3. Portelius E, et al. Acta Neuropathol. 2010;120:185-193. 4. DeMattos RB, et al. Neuron. 2012;76(5):908-920.
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Fégm% - AP Plaque Initiates Phagocytosis by Microglial'

Donanemab-tagged
plaque

Fibrils

Oligomers

Monomers
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Cytoplasm

1. DeMattos RB, et al. Neuron. 2012;76(5):908-920. 2. Drolle E, et al. Drug Metab Rev. 2014;46(2):207-223. 3. Kent SA, et al. Acta Neuropathol. 2020;140(4):417-447.
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By clearing mature AB plaques,
treatment may lead to a reduction
in other AD-related pathologies,
eg, reduction in tau
accumulation,® neuronal damage,
and synaptic loss

Microglial cells phagocytose
mature AB plaques?!

Extracellular space

,“H |llvl.|l.hn- ‘ ~,- o

” ‘llll"lll‘” b - WM%

b
Cytoplasm
ion in tau ion with has been observed in the temporal, parietal, and frontal lobes of the brain.

1. DeMattos RB, et al. Neuron. 2012;76(5):908-920. 2. Mintun MA, et al. N Engl J Med. 2021;384(18):1691-1704. 3. Jawhar S, et al. J Biol Chem. 2011;286(45):38825-38832. 4. Sims JR, et al. Oral presentation at: AAIC 2021
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=The an?ﬁdy aducanumab reduces A3
~ plaques in Alzheimer’s disease

Jeff Sevigny'*, Ping Chiao'*, Thierry Bussiére'*, Paul H. Weinreb'*, Leslie Williams', Marcel Maier?, Robert Dunstan!,

1 Stephen Salloway”, Tianle Chen!, Yan Ling!, John O’Gorman!, Fang Qian!, Mahin Arastu!, Mingwei Lil, Sowmya Chollate!,
Melanie S. Brennan', Omar Quintero-Monzon!, Robert I. Scannevin!, H. Moore Arnold!, Thomas Engber!, Kenneth Rhodes’,
James Ferrero!, Yaming Hang', Alvydas Mikulskis!, Jan Grimm?, Christoph Hock®*, Roger M. Nitsch®*§ & Alfred Sandrock'§

Aducanumab (mg kg™)
Placebo Placebo 1 3 & 10

1]
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Aducanumab {mg kg™)

Placebo 1 3 & 10
(n =30) {n = 26) (= 21)

'|' {n:E"} {H:EE:I
1

Week 54

T 0.05 - (n = 34) n=27 (7 = 27)
kil (n =28) (n=23)
@ 0,00
E
gﬂ—ﬂ.ﬂﬁ .
3 mgkg™ =
— E}E—mu -
it
.15 A
ED
3§
m—D.EU 7
E
6 mg kg™ o
ﬁ—ﬂ.?ﬁ .
=3
E—D.EI-[J | Week 26
Dose-response P < 0.001 at weeks 26 and 54 based on a linear contrast test
10 mg kg™

Sevigny J et al. Nature 2017; 537:50-56
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ENGAGE: Longitudinal change from baseline in MMSE

2.00 -
£ 0.00
5 £
&= 2
&, 1504 ‘®
g b 100 ]
S % sq
2 3
B 1.00 @
gs SE 200 -
E§ £3
g 3 o g
0.50 - g
2 7 -3.00
5=} =)
< <
e {\nalysls visit (wee|k5) ‘ Analysis visit (weeks)
0 2 50 78 Rei = £3 =
Placebo n=545 522 455 333 Placebo n=545 525 457 332
Low dose aducanumab n=547 529 454 331 Low dose aducanumab  n=547 532 457 334
High dose aducanumab n=554 532 448 293 High dose aducanumab n=555 537 454 296

ENGAGE: Longitudinal change from baseline in ENGAGE: Longitudinal change from baseline in amyloid

. 0.00 . 0.05 ENGAGE EMERGE
‘g £ 0.00 -0.005 0.019
@ -1.00 :
4 S5 0.5
= ﬂ S0
GZ 200 A £# 010
§2 $E
o 3 o= B -0.168 0.165
Ewn .3.00 - ES o2
23 B & =
§ g -0.25 -0.238 -0.272
g " T aw s s e
Analysis visit (weeks) Analysis visit (weeks)
-5.00 T T T -0.35 - 1
0 26 50 78 0 26 78
Placebo n=541 517 451 331 Placebo n=203 164 104

Low dose aducanumab n=546 530 455 330 Low dose aducanumab n=198 166 116
High dose aducanumab n=553 532 450 298 High dose aducanumab  n=181 149 97
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EMERGE: Primary and secondary endpoints from
final data set at Week 78

Difference vs. placebo (%)®

. pvalue
Placebo decline Low dose ‘ High dose
CDR-SB 1.74 '“-ff eg;?%} -0-?6?0{1—33%)
N
ADAS-Cog 13 5162 '°-7;: é;;%) -1 -4;3 ég??%)
ADCS-ADL-MCI 43 0-3‘5-51:5;6) 1.;.3-336%)

EMERGE: Longitudinal change from baseline in CDR-SB
2.00
E
£
& 1504
g%
2
SE 100
i3 =
g3
] 0.50
? //// I
oo lysis visit (w'wks) :
0 26 50 78
Placebo n=547 531 429 288
Low tose mumal =543 512 420 289
High dose aducanumab n=547 513 431 239

Aducanumab. Ensayo EMERGE (positivo).

S0
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baseline (£5E)

Adjusted mean change from

Placebo

0.00 §
=0.50
=1.00

EMERGE: Longitudinal change from baseline in MMSE

-1.50 4
.2.00 4
2,50 -
=3.00
.3.50 4
Analysis visit (
400 bl e i .
o 26 50 T8
n=548 531 434 288
ah n=543 516 423 293
521 433 298

I;th dose aducanumab  n=54T

EMERGE: Longitudinal change from baseline in
ADAS-Cog 13
£ 6.00 4
& 5.00 +
. 1
E’g /’%
% 2 4.00 4 S 2
§2 ~
E5 P
B3 2004
[
g
e i Analysis vis'n (weeks) .
0 26 50 78
Plecebo n=545 8528 431 287
Low dose ahuimab =542 514 420 290
High dose nducanumab  n=545 518 4320 292

EMERGE: Longitudinal change from baseline in

ADCS-ADL-MCI

0.00 ¥
-1.00 o
-2.00 4

=3.00 4

Adjusted mean change from
baseline (+SE)

-4.00 4

-5.00

o
Placebo n=845
Low dose aducanu n=540
High dose aducanumab  n=544

EMERGE: Longitudinal change from baseline in amyloid

PET SUVR

Adjusted mean change from
baseline (£SE)

Placebo

High dose aducanumab

0272

n=157
b n=187

n=171

https://www.alzforum.org/news/conference-coverage/exposure-exposure-exposure-ctad-aducanumab-scientists-make-cas;

https://investors.biogen.com/static-files/8e58afa4-ba37-4250-9a78-2ecfb63bldcb;
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https://investors.biogen.com/static-files/8e58afa4-ba37-4250-9a78-2ecfb63b1dcb
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GR@UM El GRQUMEII Phase Ill Trials of Subcutaneous Gantenerumab ..

Amyloid PET change from baseline
Gantenerumab significantly reduced amyloid plaque but below expectations?

~#-Placebo

G R@UATE 1

G l(@UA'I'E 11

= Gantensrumab
Baseline centiloid value® Baseline centiloid value®
i 7 Gantenerumab 54.44 F L Gantenerumab 95.62
2 = ] 2. =1 . . .
B2 o B2 GRADUATE | and Il did not meet the primary endpoint of change
s 0a .
25 P gg pry from baseline on CDR-SB at Week 116
gtg 4 o Egm ' ; Non-significant trend towards clinical effect of 6-8% relative reduction across studies
?_._r:u =60 _5.',:4 E-:u -60 4“;’%&)1 =@~ Placebo
%" -80 (0 <0.0001) £° 80 NS GR@UATEI GR@UATEII = Gantenerumab
<
9 \?\rzeeks 115 0 \5"23“5 118 Baseline CDR-SBE value Baseline COR-SE value
Placebo 3.71 Gantenerumab 3.71 Placebo 3.52 Gantenerumab 3.67
n= 65 S50 49 n= 58 49 40 Weeks Weeks
1] 24 52 76 104 116 0 24 52 76 104 116
n L L 'l 'l L 0 'l 'l 'l L 'S
= 3 8% = = 30%
[N = L o
o 5 =] -
€| S8 0 s £| 68 7%
el & b 5|
o] 8§ Ez ] p| & E 2 1 1%
=] - -
= _E é.i'} E:/u go g % 5_% RR
%o 3 ~38% RR w3 2
%8 . 38 0.19
p) z
=0.300
4 - 0.31 4 G )
(p =0.085)

31 March | AD/PD™ 2023
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= Lecanemab: Unique Selectivity Towards Toxic Soluble Species of AB rersidad
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= Highest Preference for Soluble Protofibrils/Oligomers Versus Monomeric and Fibrillar Forms of AB 72lencia
ente Martir
I —— T ——
Neurotoxic forms
Monomers I Oligomers Protofibrils .:
[
.. i & I
L ﬂ |
[ o { \} :
i
j9-75kDa  >75-5000kDa |

- : Soluble |—-

{Darker color = stronger binding) 7ol

Strongest binding I
L ————————— e
Ap pathway in Alzheimer’'s Disease Lecanemab
A ! . 12
AR ey e S iyt comitmvtionat stabes nchulig: *  Lecanemab is a humanized immunoglobulin G1 (lgG1) monoclonal
— Soluble monomers antibody
—  Soluble aggregates of increasing size (eg. dimers, tnmers, oligomers, i ey it s skl ARl 2 S Sie
protofibrils) G ggregate spect
—  Protofibrls are defined as large (>75-100kDa), scluble, aggregated AR — = 100-fold selectivity for protofibrils over AR mormomers (low
filaments! affinity for AR monomer®)

—  Insoluble fibrls and amyloid plagues

—  Preferential activity for AR protofibrils over fibrils (=100
Recent studies have gamered considerable inferest in the role of protefibrls in
the pathophysiology of Alzheimer's disease®* = Iniiates microglial mediated clearance of protofibnils and plaques

A, arreid-set; W0, ilodafiens. Souros Prekened af CTAD 2001, Nole Iustralion b baied on dels from B, inhiziion ELISA and nmutoprecilaion.

. Walsh T, o & J B’ Chem. 1387 2TI000904-27770. 2 Paewsgupss GO, et il ACT Chevn Meumyec X01UE2CHG-31 5 M ©, Salos DU Set P Boll Tall Bsl 2000 PecBECI0H -0 4 Shees Bl ot wil biofcky 30027 80018 21208 8. Tucke: 5, af el J Aichaimen D TH S A0 O00-08 B Lors A, i sl Nasrskin!
D 006 30504 T. Baifalin [, i 5l MLof Dew. 2063733004 5. Dafiln O, s sl Msomdspeser© Oin. 200083 117-20 8.1 P ' A i Thempy 002814 25 Lowiml M X O 1T, Epub siwed of prink
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=  Estudio 201 fase 2 con Lecanemab en ﬁ%ﬁ iy esidad
T g enfermedad de Alzheimer N

PBO A ’
) =

2.5 mg/kg Biweekly 0.00 ™~ - {
Q 4 LT
2~ -0.05 - : itn,

5.0 mg/kg Monthly o N TSR, e ey
OH 0.0 N e
e 1 A TNy

: s s T e

5.0 mg/kg Biweekly O ﬁ D AB oo g v gt
E - == Placebo N e,
om -0.20 - : k! -4

10 mg/kg Monthly § e «=As+ 5 mg/kg bi-weekly
5 L% -0.25 - «s@++ 2.5mg/kg bi-weekly

. < —s= 10 mg/kg monthly — T
10 mg/kg Biweekly i i [ o ity
Fixed Adaptive -0.35 - === 10 mg/kg bi-weekly
Randomization Randomization ; ( T T
IV infusion over 18 months 0 i 12 18
Frequent interim analyses (every 50 subjects) Visit (months)

Swanson et al. Alz Res & Ther 2021:; 13:80
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The NEW ENGLAND JOURNAL of MEDICINE

Mo
Universidad
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de Valencia

ORIGINAL ARTICLE

Lecanemab in Early Alzheimer’s Disease

C.H. van Dyck, CJ. Swanson, P. Aisen, R,J. Bateman, C. Chen, M. Gee, M. Kanekiyo,
D. Li, L. Reyderman, S. Cohen, L. Froelich, S. Katayama, M. Sabbagh, B. Vellas,
D. Watson, S. Dhadda, M. Irizarry, LD. Kramer, and T. lwatsubo

Van Dick et al. N Eng J Med 2022

5967 Persons were screened

4172 Had screening failure
3555 (59.6%) Did not meet
inclusion criteria or met
exclusion criteria

\

A

e 11 (0.29) Had adverse event
17 (0.3%) Were lost to
follow-up
201 (3.496) Withdrew consent
388 (6.59) Had other reason

1795 Underwent randomization

Y

Y

398 Were assigned to and received
lecanemab
729 (81.2%) Completed trial
169 (18.8%) Discontinued trial
51 (5.7%) Had adverse event
26 (2.9%) Chose to discontinue
the trial regimen
4 (0.4%) Were lost to follow-up
69 (7.7%) Withdrew consent
19 (2.1%) Had other reason

897 Were assigned to and received
placebo
757 (84.4%) Completed trial
140 (15.696) Discontinued trial
28 (3.1%) Had adverse event
24 (2.7%) Chose to discontinue
the trial regimen
5 (0.6%6) Were lost to follow-up
67 (7.5) Withdrew consent
16 (1.8%) Had other reason

Y

Y

859 Were included in the modified
intention-to-treat population

898 Were included in the safety
population

354 Were included in the substudy of
levels of amyloid on PET

875 Were included in the modified
intention-to-treat population

897 Were included in the safety
population

344 Were included in the substudy of
levels of amyloid on PET

311 Vicente Martir
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CLARITY - Estudio fase 3 de Lecanemab en enfermedad de Alzheimer

= atolica
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CriNIC I=Z-
UNIVERSITARIT

CDR-SB Score

B Amyloid Burden on PET

Worsening 1,21 VS 1,66 (0,45)
Less amyloid
e 00-
£ 104 Placebo o
(o] —I [ S
E_. 0 — I g 04-
R :
s 2 —10+ O & 0384 Lecanemab
== E i —
OE _20- =g
8 = O @ 124
o o —304 S o
- T
g8 407 17 1.6+ Placebo
o 504 Lecanemab -i-;-':"‘ P<0.001 at 18 mo
= P<0.001 at 18 mo Y < 20 ! , : : : ,
Y <« -60 , , , 1 0 3 6 9 12 15 18
0 3 6 12 1822’9 Ctlds o
Visit (mo)
Visit (mo ..
{10} No. of Participants
No. of Participants Lecanemab 859 824 798 779 765 738 714
Lecanemab 354 296 275 276 210 Placebo 875 849 328 813 779 767 757
Placebo 344 303 286 259 205

Van Dick et al. N Eng J Med 2022
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Rango (0-90)

Rango (0-53)

C ADAS-Cogl4 Score

Worsening

Lecanemab

P<0.001 at 18 mo

6 T T T T T 1
0 3 6 9 12 15 18

Adjusted Mean Change from
Baseline
T

Visit (mo)
No. of Participants
Lecanemab 854 819 793 771 753 730 703
Placebo 872 B44 823 207 770 762 738
E ADCS-MCI-ADL Score
Worsening
5]
L; -1 \
8o 1T
s .,
S 'E ““*\}H Lecanemab
c E =3
3 m
= 4
3
b7 g
= P<0.001 at 18 mo
o
! < -6 T T 1
0 6 12 13
Visit (mo)
No. of Participants
Lecanemab 783 756 716 676
Placebo 796 783 739 707

- 1,44 (95% Cl,

b
| niyersidad
atolica
de Valencia
San Vicente Martir

~2.27 t0 -0.61; P<0.001)

2.0 (95% Cl, 1.2 to 2.8; P<0.001)

Van Dick et al. N Eng J Med 2022
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CLARITY — Estudio fase 3 de Lecanemab en enfermedad de Alzheimer [N SSS

. o . Catolica
Biomarcadores. Amiloide de Valencia

. QanVicente Martir
UNIVERSITARI Amyloid Biomarkers

CSF and Plasma AB42/40 Improves Indicating Early/Sustained Amyloid Reversal Effects
‘—-_\

CSF AB1-42 CSF Ap42/40
s - 400 Baspe:inegu.al. T . 0.05 e 7 e :
T == Placebo e oD — 5 — Placeb
E%‘E} 300 {| — Lecanemab R - - | S, Egg 0.04 _L::;eneomah T wwme T
Qo E 52 (o 05l I
c 2 4] 3 £
QG I Normalizes (1) indicating ol | 0.02
5 @ o 1004 _—~—" | improvementinAg 5 - f
g® aggregation process o 0w 11 0 DO - SN
w E g T I B E 8
%‘g Qo 0 T 1 E, E c 0
o = Zr
» I e e e
\:ﬁ;t P{:'ﬂ-oghl' 125 11225 ;?r Visit (Month) 0 12 18
acebo: -
(N) Lecanemab: 134 125 101 (N) f_ﬂ:ﬂ,f:}gﬁ; 182 15?50 ;}
CSF Ap1-40 Plasma Ap42/40
400 - T T TPy r e L —
s Baseline 12334, 11987 ¥
Szd  o00||—Pmcebo | e s o 00T\ TBaseline 0.088, 0.088
a8y = — Lecanemab I g EE 0.008 = Placebo
f) i 0 s 'ﬁ — Lecanemab
o = —
&£ $ 8 "é gasz 0.006
© e e [ e e < ]
a2 - Fl
3. g 8 @ E® 0002
TEE BOO{ oo 28
<000 R A « = 0 4=_!—]=-——4
‘fﬁ;tp{ff:c":b“;’ s bt o Visit (Month) 0 6 12 18
(N) Lecanemab: 104 95 71 (N) Placebo: 805 757 704 668
(N) Lecanemahb: 797 743 703 648

52 == peg D001 AB, amyloid beta, CSF, cerebrospinal fluid, SE, standard error.



Adjusted Mean Change
from Baseline (¥SE) in
CSF P-Tau181 (pg/mL)

CLARITY - Estudio fase 3 de Lecanemab en enfermedad de Alzheimer

-104

‘|| Baseline 92.08, 84.92

— Placebo

||=—=_Lecanemab

Biomarcadores. Tau

CSF P-Tau181

Visit (Month) 0
(N} Placebo: 137
(N) Lecanemab: 134

Adjusted Mean Change from Baseline
(+8E) in Plasma P-Tau181 (pg/mL)

12 18
126 98
123 101

Plasma p-taul81

H. Plasma P-Tau181

T = — —3
0=
0.2 4
0.4 =
- Placebo
— | ecanemab
_G‘S__ L T .;
0 6 12 18
696 640 609
679 636 590

(M) Placebo 752

(N) Lecanemab 746

PET-tau

Medial Temporal

|— Placebo
§E |—Lecam.=mal:|
-] -
£Ea8
3|9EF E 0.1
ElEa=g
2| 22£5 005
S 2 I
ga3s
£57 1
- - |
Visit (Month) 0 12 18
{N) Placebo: 122 115 107
ﬂNJ Lecamemab: 135 128 103
Meta Temporal
| — Placebo
%E 0.2 |— Lecanemat |
L]
Zan
L5258 o
& 6 =
= 55.5 B o
HH S
gazs
.EE 0
g I
Visit (Month) 0 12 18
(M) Placebo: 122 15 107
{N) Lecanemab: 135 128 103
Temporal
|— Placobo
w — il |
E%E 0.2 !_—Llﬂ:anernub
. u"i 0.15-
= EE E 0.1
HH
£ 005
i
EEm g lI_
Visit (Month) 0 12 18
N) Placebo: 122 115 107
{N) Lecanemab: 135 128 103

Van Dick et al. N Eng J Med 2022
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Health-Related Quality of Life Measures Y rsidad

Slowing of Health Decline with Lecanemab on Subject and Study Partner Burden ¢Yencia

U]f

EQ-5D-5L (Subject) QOL-AD (Subject)
o 0
@m- T 05 =
gﬁ .g‘ =4 I Im g% E_ E Lmsﬁp:-nlna
Sygd 2 ; 134 =
s EoQ x " 4 EETm
1§33 = ! iis
gggi 35 §o=2 o - Consistent benefits seen
g - e — 2 @ T = : :
F° = 45 :[I_:;r___-ng;m' it £ e in quality of life and
i an ] Wisit (M h. ) & 2 18 [
Tmlpt:::e;ﬂ aan,s . ﬂ;tlilafm a4a B34 ?:BE 753 caregiver burden across
3 1* -.| 18 (M} nematy; 832 Rk 5 715 =
Zarit Burden Interview :
Study Partner Burden (total score) QOL-AD [Subject hY mey} +  EG-30-51: European Quality of Life—5 Dimensions (5 Level
wersion ). The descriptive systemn covers 5 dimensions of health
o a o 1] (miobility, self-care, usual activities, pain or discomfort, and
e 1 it ﬁi 'E' o8 3% anuety or depression ) with § levels of seventy in each dimension
im £ B ; — Less Deciing u & ! Leas Decllng {no problems, shght problems, moderate problems. severs
U;‘:i Orads -1 =] prebiems, and unable to perform or extreme problems). The
E%En 3 wies E% EE 1_ : seone being presented is the VAS: Health Today (Visual Analog
225% =g . Scale subtotal).
iEEE 5 gasad - QOL-AD: Quality of Life in Alzheimer's Disease: A 13-item
45 LI — %E £ esl o questionnaire designed to provide both a patient and a cargiver
< £ + || =—Lecanemab - A = Lecanemab I'E.!-Mﬂfml! quality E‘l!fe (ﬂ:ﬂl_}furpaﬁerlsﬁm have been
Yisit (Month) 0 B 12 18 Visit (Month) 0 & 12 18 e with ke Hemeh
{M} Placebo: 847 827 785 725 co. 0 Pibvcatan: Bt o e L. - Zarit Burden Interview: The 22-item instrument used in
{M} Lecanomab: 831 604 Vi [EF WS Yo 5 e dementia caregiving research used to assess the siesses

experienced by study parmers of subjects with dementia.

71 " P} 05 ** Pl 0 - ™ P 004 "™ P<0.0001 SE, standand emor.
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DiFrancesco et al. Front Neurol 2015

CLARITY Seqguridad

Table 3. Adverse Events.*

Event

Overall — no. (%)

Any adverse event

Adverse event related to lecanemab or placebof
Serious adverse event

Death

Adverse event that occurred in=5% of participants in either group

Infusion-related reaction

ARIA with microhemorrhages or hemosiderin deposits
ARIA-E

Headache

Urinary tract infection

Covid-19

Back pain

Arthralgia

Superficial siderosis of central nervous system
Dizziness

Diarrhea

ARIAT
ARIA-E— no. (%)
Symptomatic ARIA-E — no. (%)
ApoE £4 noncarrier— no.ftotal no. (%)
ApoE £4 carrier — no.ftotal no. (%)
ApoE &4 heterozygote
ApoE &4 homozygote
ARIA-E according to ApoE £4 genotype — no./total no. (%)
ApoE £4 noncarrier
ApoE £4 carrier

ApoE £4 heterozygote

ApoE &4 homozygote

Microhemarrhage

Superficial siderosis
Macrohemorrhage

Symptomatic ARIA-HJ

Isolated ARIA-H: no concurrent ARIA-E

Lecanemab
(N—298)

798 (88.9)

401 (44.7)

126 (14.0)
&(07)

237 (26.4)
126 (14.0)
113 (12.6)
100 (11.1)

78 (8.7)
64 (7.1)
80 (6.7)
53 (5.9)
50 (5.6)
49 (5.5)
43 (53)

113 (12.6)
25 (2.8)
4/278 (1.4)

21/620 (3.4)
8/479 (17)

13/141 (9.2)

15/278 (5.4)
98/620 (15.8)
52/479 (10.9)
46/141 (32.6)

126 (14.0)
50 (5.6)
5 (0.6)
6(0.7)
30 (3.9)

Placebo
(N—297)

735 (81.9)

197 (22.0)

101 (11.3)
7 (0.3)

66 (7.4)
69 (7.7)
15 (L7)
73 (8.1)

82 (9.1)
60 (6.7)
52 (5.8)
62 (6.9)
22 (25)
46 (5.1)
58 (6.5)

15 (17)
0
0/286
0/611
0/478
0/133

1/286 (0.3)
14/611 (2.3)
9/478 (1.9)
5/133 (3.8)

68 (7.6)
21 (23)
1{0.1)
2(0.2)
70 (7.8)

T
Universidad

Catolica

de Valencia
San Vicente Martir

Reaccidn ala infusion
75 % en la primera administracion

ARIA-H: 17,3 % (Leca) vs 9 % (placebo)
ARIA-E: 12,6 % (Leca) vs 1,7% (placebo)

78 % asintomaticas

Van Dick et al. N Eng J Med 2022
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The NEW ENGLAND JOURNAL of MEDICINE

CORRESPONDENCE

Multiple Cerebral Hemorrhages in a Patient Receiving
Lecanemab and Treated with t-PA for Stroke

ZES%

X
65 anos

APOE £4¢4
Afasia

iy
Universidad

Catolica

de Valencia
San Vicente Martir

Reish et al. N Eng J Med 2022
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' de Valencia
HSPITAL Characterization of Donanemab Pharmacokinetics and Pharmacodynamics

CriNIC
UI&TI'\?’ED LT T AT T
AACCY2 AACD? AACG3
Phase 1a Phase 1b TRAILBLAZER-ALZ, Phase 2
Region(s) Japan, US Japan, US North America
N 63 (incl. 6 healthy volunteers) 61 257

Amyloid+ adults with mild MCI due to AD or mild/moderate  Amyloid+ adults with mild MCl due to AD  Amyloid+/Tau+ adults with mild MCI due to AD or
AD dementia; healthy volunteers or mild/moderate AD dementia mild AD dementia, and MMSE score 20-28

Population(s)

Al) nhasge NMAI nhase

SONENSICIVZES — = DON 0.3 mg/kg Q4W DON 10 mg/kg IV (SD) DON 700 mg/1400 Q4W

DON 0.3 mg/kg IV =+ DON 0.3 mg/kg Q4W DON 20 mg/kg IV (SD)

Study arm(s) DON 1mgkglv  EZd DON 1 mg/kg Q4W DON 40 mg/kg IV (SD)
y DON3mgkglV B9 DON 3 mg/kg Q4W DON 10 mg/kg Q2W

DON 10 mg/kg IV 4 DON 10 mg/kg Q4W DON 10 mg/kg Q4W

DON 3 mg/kg SC DON 20 mg/kg Q4W
DON 1 mg/kg IVP

Crnax AUC(g oo, terminal t, ,, change in amyloid Craxr AUC(g oo, terminal t12 change in amyloid Population PK analysis, change in amyloid
PK and PD outcome(s) burden, TE-ADA impact on PK/PD burden, TE-ADAs and tau burden, TE-ADAs
Duration of treatment SAD MADRIapproxjonce/month 72 weeks’ treatment;
, for up to 4 doses See Notes
and follow-up +12 weeks’ FU +12 weeks’ FU FU at 76 weeks

aSentinel dosing: first 2 patients dosed with donanemab or PBO during SAD phase, then 0.3 mg/kg during MAD phase. °In healthy volunteers. AD=Alzheimer’s Disease; AUC=Area; Under the Concentration-Time Curve AUC, ..,=AUC from Zero to Infinity; DON=Donanemab; C_..=Maximum Observed Drug Congentration;
FU=Follow-Up; AD=MuIt|pIe-Ascend|n% Dose; IV=Intravenous; MCI=Mild Cognitive Impairment; MMSE=Mini-Mental State Examination; PBO=Placebo; PD=Pharmacodynamics; PK=Pharmacokinetics; Q2W=Every 2\9Vefeks; Q4W=Every 4 Weeks; SAD=Single-Ascending Dose; SC=Subcutaneous; SD=Single Dose; t,,,=Half-
Life; TE-ADA=Treatment-Emergent Antidrug Antibody. 1. Lowe 'SL, et al. Alzhéimer's Dement. 2021;7:e12112. 2.’ Lowe SL, et al. J Prev'Alz Dis. 2021:4(8):414-424. 3. Mintun MA, et al. N Engl J Med. 2021;384(18)'1691-1704.
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HOSPITAL Donanemab Phase 2 and Phase 3 Clinical Trials Program j ge Valencia
San Vicente Martir
CriNIC
U I\T TR T2 OT T AT2T
Study Name Phase Participants Intervention Primary Outcome Current Status®
TRAILBLAZER-ALZ?! 2 Early symptomatic AD DON vs. PBO Change in iADRS from baseline to Week 76 SRS PAlENR) CUHESNe CRE

published

Part A: Correlation between video

. Part A: None teleconference and on-site assessment Ongoing; estimated primary
- 2 ’
TRAILBLAZER-EXT 2 Symptomatic AD Part B: DON  for ADAS-Cog,s, ADCS-IADL, MMSE, and CDR-SB  completion May 2023

Part B: Safety

Early symptomatic AD . . .
TRAILBLAZER-ALZ 2 + . . - . Ongoing; estimated primary
TRAILBLAZER-ALZ 2-EXT3 3 \F/)v;:c}:lgegs;nce of brain tau DON vs. PBO Change in iADRS from baseline to Week 76 completion April 2023

At risk of AD (due to

TRAILBLAZER-ALZ 3° 3 Presenceofamyloidand oy o ppo Time to dlinical progression (CDR-GS) Ongoing; estimated primary
early tau pathology); completion September 2027
prevention study

Percentage of participants who reach complete

. amyloid plague clearance at Ongoing; estimated primary
TRAILBLAZER-ALZ 4° Earl AD DON vs. AD . . . .
3 arly symptomatic ONvs U 6 months in overall and intermediate tau completion June 2022

subpopulations with DON vs. ADU

sAs of February 2022,

heiner's Disease ADAS-Cog, =13 Cognie Subsc s 1 Sl Sty Acies of Day Ling Iment
RSV Nerta St Exam: PR0% o yLiing Imentcry

1. Mintun MA, et al. NErly!./Msd 2021;3&4[2‘184‘169‘4700 2 hggs J/clnicaltrials.govict2/show/NCT04640077 (Accessed February 3 ZOTZDZé 3. Mz\{slld\nma\lvta\s .govict2/show/NCT04437511 (Accessed February 1, 2022)
et e i e R e S )
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Donanemab in Early Alzheimer’s Disease

Mark A. Mintun, M.D., Albert C. Lo, M.D., Ph.D., Cynthia Duggan Evans, Ph.D., Alette M. Wessels, Ph.D.,

(RH

DON 1400 mg Q4Wp

DON 700 mg Q4WP

PBO Q4W

PBO Q4W

|
|
I
|
|
|
|
® ® ®
0

Week

aDON 700 mg Q4W for 3 doses. °In participants who were treated with DON, if the amyloid plaque level as assessed by florbetapir PET (performed at 24 and 52 weeks) was 11 to less than 25 centiloids, indicating removal of amyloid

52 76

plaques, the dose was lowered to 700 mg. If the amyloid plaque level was less than 11 centiloids on any one scan or was 11 to less than 25 centiloids on two consecutive scans, DON was switched to PBO.

AD=Alzheimer's Disease; DON=Donanemab; PBO=Placebo; R=Randomization; Q4W=Every 4 Weeks.
Mintun MA, et al. N Engl J Med. 2021;384(18):1691-1704.

ir
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Baseline Patient Demographics
mITT Population (TRAILBLAZER-ALZ)

4210

Uni\jersidad
Catolica

j de Valencia
San Vicente Martir
=L

DON

N=126

N=131
Sex (female), n (%) 65 (51.6) 68 (51.9)
Age (years), mean (SD) 75.4 (5.4) 75.0 (5.6)
Race, n (%)
Asian 2 (1.6) 1(0.8)
Black or African American 3(2.4) 5(3.8)
White 121 (96.0) 122 (93.1)
Other? 0 3(2.3)
Hispanic ethnic group, n (%) 3(2.4) 5(3.8)
Education (213 years), n (%) 102 (81.0) 97 (74.0)
AChEl use, n (%) 74 (58.7) 78 (59.5)

Note: Patients randomized to study drug received DON 700 mg Q4W for the first three doses and DON 1400 mg Q4W from Week 12 up to Week 72.

8Included multiple and American Indian or Alaska Native.

AChEI Inhibitor; DON=D:x

Mintun MA, et al. N Engl J Med. 2021;384(18):1691-1704.

mITT=Modified Intent-to-Treat; PBO=Placebo; Q4W=Every 4 Weeks; SD=Standard Deviation.
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Primary Endpoint: iADRS Through Week 76, MMRM?12 L deYalencia,

G Sl mITT Population (TRAILBLAZER-ALZ)

-0-PBO -&-DON

S Y s @
. (aa]
S 9= & g
-6,86* .
32% slowing
by DON
at 76 weeks
-10,06
v = 1 2 T T T T T ]
0 52
Week

1 1 1 1

9 9 9
2 1 1 0

0 0 1
0 3 0 3
1 1 1 1

vs. PBO: *p=0.05, **p: d %g received DON 700 mg Q4W gr the first three doses and DON11400 mg Q4W from Week 12 UEE) Week 72. 8 8 9

ABL=Change H RS=Itegrated Alzheimer's Disease Rating Scale; LSM=Least Squares-Mean; mITT=Modified Intent-to-Kegat; MMRM=Mixed Model for Repeated Measures; PBO=Placebo; Q4W=Eyery 4 Weeks.
1. Mintun MA, ¢ 045. 9 Mintun MA, et al. Oral presentation at: AD/PD 2021. 2 g § 3
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= ===—Xey Secondary Endpoint: CDR-SB Through Week 76, MMRM§

Uniyersidad
Catolica

HOSPITAL mITT Population (TRAILBLAZER-ALZ) NV de Valencia
CraNIC =T
LUINIVERSTTART
-©-PBO --DON
0 52
0 1 1 1 1 1 1
0,5 -
o w -
S ¢ g & 2 1 -
1,22 23% slowing
:| by DON
1,5 - 1,58 at 76 weeks
v 2 ]
Week
1 1 1 1 9 9 9
2 1 1 0 1 0 0
0 5 1 4
e ! : : 9 9 9
A o 1 0 0 ) 3
5 2 4 2
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~ ugsertan Key Secondary Endpoint: ADAS-Cog, ; Through Week 76, MM e
LUUNIVERSTITIARI
~0-PBO —#-DON
0 52
-2 T T T ! ' I
$38ed

2,91* .
39% slowing
by DON

at 76 weeks
4,77
v 6 ]
Week
1 1 1 9 9 9
1 1 0 2 0 3
6 1 4
} 1 1 8 9 9
2 1 0 9 1 3
1 2 3
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CriNIC
UNIVERSITARI
-@-PBO -B-DON
0 52
O -\l\ : ! 1 1 !
_1 - *
© v & 3
=r 83 2 -
-2,35 21% slowing
:| by DON
3 - -2,98 at 76 weeks
\ 4 -4 i
Week
1 1 1 3 3 9
" o 0 9 7 0
2 7 1
1 1 1 3 3 9
=1 0 0 6 9 1
8 8 0
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, _M;%ated Percent Change in Clinical Scores at Week 76 ( atolica
' %)'SPITAL From Baseline to Week 76 (Bayesian DPM) de Valencia
LINIC
LUUNIVERSTITIARI
| o = ® MMRM
IADRS Score u = B Bayesian DPM
®
CDR-SB Score
u
®
ADAS-Cog,; Score =
®
ADCS-IADL Score =
®
MMSE Score
u
-zio -2Io 0 2I0 4I0 6Io 8I0
PBO Better DON Better

ADAS-Cog,;=13-item Cognitive Subscale of the Alzheimer's Disease Assessment Scale; ADCS-IADL=Alzheimer’s Disease Cooperative Study-Activities of Daily Living Inventory, Instrumental Items; CDR-SB=Clinical Dementia Rating Scale — Sum of Boxes;
DON=Donanemab; DPM=Disease Progression Model; iADRS=Integrated Alzheimer's Disease Rating Scale; mITT=Modified Intent-to-Treat; MMRM=Mixed Model for Repeated Measures; MMSE= Mini-Mental State Examination; PBO=Placebo.
Mintun MA, et al. NEngIJMed 2021;384(18):1691- 1704.
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Secondary Endpoint: Change in Amyloid Plaque on Florbetapi NS Gatolica

deValencja_
Crinic PET Through Week 76, MMRM?2 San Vicente Mirti
LINIVERSTITARIT
-9-750 = DON
20 -
0 —0
20
7 c = -
ST SZES 40
2 =2995°
-60
%k
-80 .
-100
1 1
1 1 Week 9 9
1 1 1
1 1
DON, N 2 1 . .
1 2 0
vs. PBO: **p<0,00 IS /- |

d o study drug received DON 700 mg QA\V for tha first three do
DON=Donanemab; mITT=Modified Intent-to-Treat; MMRM=Mixed
1. Mintun MA, et al. N Engl J Med. 2021;384(18):1691-1704. 2. Mi

cae and
v ggesand

DON 1400 mg QAW from Week 12 un to Waek 72, ABl =Change From Baseline;
Model for Repeated Measures; PBO=Placebo; PET=Positron Emission Tomography; Q4W=Every 4 Weeks.
ntun MA, et al. Oral presentation at: AD/PD 2021.
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CraNIC San Vicente Martir
UNIVERSITARI
Frontal Lobe Lateral Temporal Lobe Occipital Lobe
-8-PBO --DON

0,12 . 0’12 - 0’12 _

0,10 - 0,10 0,10

0,08 - 0,08 0,08

0,06 0,06

0,06

0,04 0,04 0,04

0,02 0,02 0,02

0,00

0,00 0,00

Week Week Week
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UNIVERSTTART TRAILBLAZER-ALZ

Adverse Events of Special Interest

* Adverse events of special interest were prespecified and subject to
enhanced surveillance in order to capture key data points for analysis to
improve understanding of the events:

* ARIA-E (Amyloid-Related Imaging Abnormalities — Edema or Effusion)
* ARIA-H (Amyloid-Related Imaging Abnormalities — Hemorrhage)

* Hypersensitivity (immediate and non-immediate), including infusion-
related reactions
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“ugserac— Overview of Safety Outcomes Through Week 7t S i
UNIVERSITART Safety Population (TRAILBLAZER-ALZ)

PBO
Event N=125

AEs during treatment period, n (%) 113 (90.4) 119 (90.8)
SAEs, n (%) 22 (17.6) 23 (17.6)
Discontinuation of treatment due to AE, n (%)? 9(7.2) 40 (30.5)
Discontinuation of trial due to AE, n (%)? 6 (4.8) 20 (15.3)
Death, n (%) 2(1.6) 1 (0.8)

“Discontiaton s bsd on oot re o s e e e e s
AE=Adverse Event. DON=Donanemab; PBO=Placebo; Ci4\W=Every 4 Weeks; SAE=Serious Adverse Event.
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“MﬂHwSSPITAmverse Events Reported N >5% Of PatlentS Th rough W \

UN%ERSITARI Safety Population (TRAILBLAZER-ALZ) (1 of 2)
PBO
Event N=125

AEs reported in 25% of patients?, n (%)

ARIA-E 1(0.8) 35 (26.7)
Fall 19 (15.2) 17 (13.0)
Dizziness 15 (12.0) 11 (8.4)
Headache 15 (12.0) 10 (7.6)
Superficial siderosis of CNS 4 (3.2) 18 (13.7)
Arthralgia 10 (8.0) 10 (7.6)
Nausea 4 (3.2) 14 (10.7)
Upper respiratory tract infection 9(7.2) 9 (6.9)

Urinary tract infection 5 (4.0) 13 (9.9)
Diarrhea 5 (4.0) 11 (8.4)
ARIA-H 4 (3.2) 11 (8.4)

s randonized 1ostudy dug received DON 700 m Q4 for th frst3 doses and DON 1400 mg QAW from Week 12 ug o Week 72
it am, Ao o Al Ao Rt Ingeg Abrmeies Ecama e AR Ao akted

PBO=Placeto;
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ARIA-E or ARIA-H, no. (%)

10 (8.0) 51(38.9)
Any ARIA-E, no. (%) 1(0.8) 36 (27.5)
ARIA-E symptom status, no. (%)

Asymptomatic 0 28 (21.4)
Symptomatic 1(0.8) 8 (6.1)
ARIA-E by APOE genotype, no./total no. (%)
g2/€3 0/1 0/1
g2/l 0/2 0/2
€3/e3 0/31 4/35 (11.4)
€3/e4 0/62 21/68 (30.9)
ed/e4 1/28 (3.6)

11/25 (44.0)

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn
APOE=Apolpoproien £; ARIAZATO REBled maqgig Abnormalles, ARIA-E-Amyod Reated Imeging Abnormali




JAMA | Original Investigation
Donanemab in Early Symptomatic Alzheimer Disease

The TRAILBLAZER-ALZ 2 Randomized Clinical Trial

John R. Sims, MD; Jennifer A. Zimmer, MD; Cynthia D. Evans, PhD; Ming Lu, MD, MS, MPH; Paul Ardayfio, PhD;

Double-blind treatment period — IV administration m

JonDavid Sparks, PhD;

Up to 7 weeks 76 weeks Up to 44 weeks

Donanemab
700 mg Q4W Donanemab 1400 mg Q4W

3 doses |
dose reduction if <11 CL once
or 11<CL<25 twice*

Participant randomization stratified by l l
investigative site and tau pathology
(intermediate versus high level by SUVr) { Placebo Q4w

—% Placebo Q4W

Week 0 12 24 52 76

Amyloid PET scan * * * *

*Potential blinded dose reduction to placebo based on

Abbreviations: CL=centiloid unit; IV=intravenous; PET=positron emission tomography; Q4W=every 4 amyloid p/aque burden at 24 and 52 weeks
weeks; SUVr=Standardized Uptake Value ratio JAMA August 8 2023 Volume 330, Number 6
’ 4
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LUINIVERSTTART
Primary Outcome Secondary Outcomes Tertiary Outcomes
iADRS Clinical Biomarkers Blood-based biomarkers
Composite measure CDR-SB Amyloid PET including P-tau217
combining the ADAS-Cog, ; ADAS-Cog, Flortaucipir PET DSST
and the ADCS-IADL, to ADCS-iADL Volumetric MR
assess cognition and MMSE
function, respectively PK
Safety ADAs

Abbreviations: ADA=anti-drug antibody; ADAS-Cog,;=Alzheimer’s Disease Assessment Scale-Cognitive subscale; ADCS-iADL=Alzheimer’s Disease Cooperative Study-instrumental Activities of Daily
Living Inventory; CDR-SB=Clinical Dementia Rating Scale Sum of Boxes; DSST=Digit Symbol Substitution Test; iADRS=Integrated Alzheimer's Disease Rating Scale; MMSE=Mini-Mental
State Examination; MRI=magnetic resonance imaging; PET= positron emission tomography; PK=pharmacokinetics
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ﬂ o Country # Sites  # Screened # Randomized %*
’V" United States 193 6381 1253 72%

R\ L3 ,_ + Japan 31 307 88 5%
ey o * Canada 17 678 136 8%

| Poland 14 514 158 9%

Mol ¥ alh Australia 9 44 17 1%

A ' ' Czech Republic 6 53 22 1%

United Kingdom 4 222 39 2%

NRYR@Y afferdomized 4 47 22 1%

TRAILBLAZER-ALZ enrolled only in United States (92%) and Canada (8%)



TRAILBLAZER-ALZ 2: > 9

Universidad

Screening & Enrollment
CriNIC Creenlng nro men K}gj SaﬁViinetgl l\%alratnr
UNIVERSITARI
Screened
N=8246
- 23% Amyloid PET
- 23% M M SE
Screen Failures ] 23% Taurper
N=6511 - 18% Other
I:I 6% M issing
- 5% Plasma P-taul81*
- 4% M RI
Randomized
N=1735

*Early version of protocol required presence
Abbreviations: MMSE=Mini-Mental State Examination; PET= positron emission tomography; MRI=magnetic resonance imaging of plasma P-tau181 before tau PET scan



Figure 2. Integrated Alzheimer Disease Rating Scale (iIADRS) and Sum of Boxes of the Clinical Dementia Rating Scale (CDR-SB)
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Figure 3. Brain Amyloid, Plasma Phosphorylated Tau 217 (P-tau217). and Hazard Ratios for Risk of Disease Progression
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Figure 3. Brain Amyloid, Plasma Phosphorylated Tau 217 (P-tau217). and Hazard Ratios for Risk of Disease Progression
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Table 3. Summary of Adverse Events (AEs) by Treatment Group

Donanemab Placebo
Event (n = 853)° (n=874)"
e S Overview of AEs, No. (%)
HOSPIT.AL Death® 16 (1.9)¢ 10(1.1)
CI_,] W~NIC Death considered related to treatment” 3(0.4) 1(0.1)
LUINIVERSTTART Participants with =1 serious AE® 148 (17.4) 138 (15.8)
Treatment discontinuations due to AEs 112 (13.1) 38 (4.3)
Study discontinuations due to AEs 69 (8.1) 32(3.7)
Participants with =1 treatment-emergent AE' 759 (89.0) 718(82.2)
Treatment-emergent AEs =5% incidence, No. (%)
ARIA-E 205 (24.0) 17 (1.9)
ARIA-H 168 (19.7) 65 (7.4)
COvVID-19 136 (15.9) 154 (17.6)
Headache 119(14.0) 86 (9.8)
Fall 114 (13.4) 110(12.6)
Infusion-related reaction 74 (8.7) 4(0.5)
Superficial siderosis of central nervous system 58(6.8) 10 (1.1)
Dizziness 53 (6.2) 48 (5.5)
Arthralgia 49 (5.7) 42 (4.8)
Urinary tract infection 45(5.3) 59 (6.8)
Diarrhea 43 (5.0) 50 (5.7)
Fatigue 42 (4.9) 45 (5.1)
Overview of ARIAY
Microhemorrhage or superficial siderosis 124 (14.5) 161 (18.4)
present at baseline, No, (%)
ARIA-E by APOE €4 allele status, No./total No. (%)
Noncarrier 40/255 (15.7) 2/250(0.8)
Heterozygous carrier 103/452 (22.8) 9/474(1.9)
Homozygous carrier 58/143 (40.6) 5/146 (3.4)
Any ARIA, No. (%)" 314 (36.8) 130(14.9)
ARIA-E, No. (%) 205 (24.0) 18 (2.1)
Asymptomatic 153(17.9) 17 (1.9)
Symptomatic 52 (6.1) 1(0.1)
ARIA-H, No. (%) 268(31.4) 119(13.6)
Microhemorrhage 229 (26.8) 109 (12.5)
Superficial siderosis 134 (15.7) 26 (3.0)
Intracerebral hemorrhage >1 cm 3(0.4) 2(0.2)
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ARIA and APOE

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

ARIA by APOE €4 Carrier Status

Placebo Donanemab
No./Total No. (%)
/ (%) (N=870) (N=850)
ARIA-E . . ;
" Participants with at least 1 serious
Non-carrier 2/250 (0.8) 40/255 (15.7) ARIA eventd
Heterozygous carrier 9/474 (1.9) 103/452 (22.8) — ARIA-E: 12 APOE £4 carriers and
Homozygous carrier 5/146 (3.4) 58/143 (40.6) ' 1 non-carrier
ARIA-H® — ARIA-H: 3 APOE &4 carriers and
Non-carrier 28/250 (11.2) 48/255 (18.8) 1 non-carrier
Heterozygous carrier 57/474 (12.0) 146/452 (32.3)
Homozygous carrier 30/146 (20.5) 72/143 (50.3)

a Based on MRI.

® Participants with missing APOE €4 carrier status are excluded.

¢ Treatment-emergent microhemorrhage is based on new incidents of microhemorrhages.
Treatment-emergent superficial siderosis is based on new or worsening superficial siderosis.

d SAEs are by AE reporting

Abbreviations: APOE=apolipoprotein E; ARIA-E=amyloid-related imaging abnormalities-edemal/effusions; ARIA-H=amyloid-related imaging abnormalities-

hemorrhage/hemosiderin deposition: MRI=magnetic resonance imaging: N, n=number of participants G mmtiosiiedici e e
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BACKGROUND

TRAI LB LAZ E R-A LZ 4 : A m TRAILBLAZER-ALZ 4 demonstrated superiority of donanemab versus
D i reCtIy com pa ri n g T !ll_ aducanumab at the 6-month primary endpoint of the percentage of

participants achieving amyloid plaque clearance (<24.1 Centiloids [CL]) in

d 0 na nem ab to ad u ca n u ma b ScmmedE ol patients with early symptomatic AD (Salloway et al. CTAD 2022)

all Lilly content presented at the
congress. Other company and

on amyloid lowering in
early, symptomatic Alzheimer’s
disease - Results from 12-months

Andrew Pain1’ Margaret B Ferg!'lsorﬂ’ Hong Wang1’ m Significantly more donanemab-treated participants reached amyloid plaque
Stephen Salloway?, Elly Lee3, Michelle Papka?,

clearance, with larger amyloid reductions from baseline, than aducanumab at

Haoyan Hu', Ming Lu', Ena Oru’, Emily C. Collins’, 12 months

Dawn A Br00ks1, JOhn R Sims1, Martin Pan (Non- m Safety profiles of both treatments were consistent with their previously
Author Presenter)1 published studies and TRAILBLAZER-ALZ 4 6-month data

1Eli Lilly and Company, Indianapolis, IN, USA; 2Department of Neurology and m Speed E.md depth of amyloid removal is not driving ARIA when
Department of Psychiatry, Alpert Medical School of Brown L3]niversity, comparing between molecules.

Providence, RI, USA; Butler Hospital, Providence, Rl, USA; “Irvine Clinical TRAILBLAZER-ALZ 4 i i d will have 18 d |
Research, Irvine, CA, USA; 4The Cognitive and Research Center of New . 'S ongeing and Wit have fem secondary analyses
Jersey LLC, Springfield, NJ, USA

Sponsored by Eli Lilly and Company g;:::::g:a:g(:o:gr;z;:n Neurodegenerative Diseases (CIBERNED 2023); Malaga, Spain;

CONCLUSION

The TRAILBLAZER-ALZ 4 study provides the first active comparator data on
amyloid plaque clearance in patients with early symptomatic AD.
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‘m MTBR, for its anti-tau arm
activators -Janssen JNJ-63733657, that has just begun Phase 2.
Qf;%'l‘l’f;:;“e Acetylation - Biogen's mic-domain BIIB076 completed Phase 1 in AD in 2020.
agents 5 inhibitors % - Lilly's zagotenemab will read out for Phase 2 in AD later this year
; - Pinteon Therapeutics’ PNT001 having completed Phase 1.
Oo O -UCB's bepranemab is in Phase 1 for PSP is expected to complete
Ny .. .20 O this year. UCB put in hold a Phase 3 PSP trial, and is now prioritizing

Phase 2b for AD

Congdon EE and Sigurdsson EM. Nature Rev Neurology 2018; 14: 399.
https://www.alzforum.org/news/conference-coverage/n-terminal-tau-antibodies-fade-mid-domain-ones-push-fore (Mar 2021)
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A 2 year multidomain intervention of diet, exercise, cognitive
= training, and vascular risk monitoring versus control to
=== prevent cognitive decline in at-risk elderly people (FINGER):

[ AE

HOSPIT A] a randomised controlled trial
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Findings from this large, long-term, randomised
controlled trial suggest that a multidomain intervention
could improve or maintain cognitive functioning in at-risk
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José Miguel Lainez Andrés
Jesus Porta Etessam

Con objeto de mejorar el bienestar de nuestros pacientes, la Junta Directiva
de la Sociedad Espafola de Neurologia desarrolla campafas continuas
de promocidn de la salud cerebral, entre ellas este manual, que busca ayudar
a la poblacién a cuidar su cerebro.

P ediciones

SEN |
S 2 sEN



ediciones

SEN

José Miguel Lainez Andrés

Jesds Porta Etessam CAPITULO5 Actitud positiva: cémo mantener una buena salud cerebral

R Alberto Villarego Galende
Manten , , | |
® CAPITULO 6 Como prevenir la enfermedad de Alzheimer
joveﬂ tl.l Pablo Jesus Sanchez Cervilla
ce rebro Nicolas Herrera Varo

CAPITULO7 Cémo prevenir el ictus
Guillermo Cervera Ygual
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= CAPITULO9 Cémo controlar mis crisis epilépticas
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