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Dysbiosis
A
Altered
Intercellular
Communication
Stem Cell
Exhaustion
Cellular
Senescence

Genome

Loss of
Instability

Proteostasis

Telomere
Attrition

Chronic
Inflammation

Deregulated
Nutrient
Sensing

Mitochondrial
Dysfunction

Epigenetic
Alterations

Disabled
Macroautophagy
Primary

Integ\‘rative
Lopez-Otin C, et al. Cell 2013;153():1194e217



ZEREZEDTALRDPTEZHREEHE
o 3

*
*
*
.
*
*
*
*
*
.
*
*
*
“
.

*
*
*
*
*
*
*
*
*
*
*
“
*

*

SEFHFIREET
/ '
I
-_ I
t <
P

\d .
"""""
tttt
. LA
. an®
. as
L3 an®
. as
ttttt
ttttt

A4 -
““““““
----

*
* -
““““




EFO/N

BT OIS AL
a2 E|IZTILAILEEE
AN

GerosciencelZHIT5HR

RIG- HRE - REEEAITH

FEALYITDDE

L)
-
‘
1 -
ey

Traclﬂoml paradigm
of modern medicine:

Organ illness,
eomod:ldly,

dynamic &&wv balance
between damage and repair
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Percentage reduction in dementia prevalence
if this risk factor is eliminated

Early life

Less education

RaAIE D fE PR

- Smoking
/° Depression
Social isolation
Later life

Physical inactivity
o Air pollution
Diabetes

_ Potentially
modifiable

Risk unknown

40% K D

YR (95% Cl) AAFEES

BHA (45 KH)

BEHEE 1.6 (1.3-2.0) 7.1%
FREEHA (45-658%)

Ll 1.9 (1.4-2.7) 8.2%

SHEERKNIE R 1.8 (1.5-2.2) 3.4%

=IE 1.6 (1.2-2.2) 1.9%

ZILa— LB E| 1.2 (1.1-1.3) 0.8%

AR (BMI 2 30) 1.6 (1.3-1.9) 0.7%
= (> 65mR)

w2 {5 1.6 (1.2-2.2) 5.2%

52 1.9 (1.6-2.3) 3.9%

a0k kv 1.6 (1.3-1.9) 3.5%

S @R EE 1.4 (1.2-1.7) 1.6%

P& RIA 1.5 (1.3-1.8) 1.1%

AKE R 1.1 (1.1-1.1) 2.3%

Livingston et al. Lancet. 2020
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Clinical

eMortality
eHospitalization rate
eGeriatric syndromes
eFunctional status
*Quality of life

Cognitive
*Mild Cognitive Impairment (MCl)
eAlzheimer Disease (AD)

eDementia
eNeuropsychological tests

Physical

elLaboratory-based biomarkers
ePhysical activity

eSensorial impairments

eFalls

a I l Nutritional
eMalnourished status

eDiet energy/nutrient intakes
eValidated scales

Journal of Cachexia, Sarcopenia and Muscle 2021; 12: 274-297



Proportion Surviving Free

1.0

0.8+

0.6

of Dementia

0.4 1

of Vascular Dementia

0.2

Proportion Surviving Free

0.0
0 5 10 15 20

Years of Follow-up Years of Follow-up

Verghese J et al. N Engl J Med, 2002
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] Bl RIEE) 0.24 (0.10-0.37)
AL —=>4 0.29 (0.13-0.44)

N = 0.52 (0.32-0.71)

—[E B DD IR 4593 K it 0.09 (-0.28-0.46)
4553 ~6053 0.31 (0.16-0.46)

S8 ([Ol/1E) 2B F 0.32 (0.32-0.52)
3-4[0] 0.24 (0.07-0.40)

= 1K 0.10 (-0.02-0.23)
M 0.17 (0.03-0.33)

o 0.16 (0.04-0.27)

PREIERLL #ELTITOCEN KXY
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Northey et al.

Br J Sport Med, 2018
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DHA, EPAIERRELMFREREDH

M;EDHAEEIEIZH [TH (Fy+s0)10.2 =0 4FEE D

EE HE MMSE23= L % Wy R
DHA EPA nu%ﬂ*%ﬁbi&?( /L-F)' ﬁj_%)j_/ J:t
700 - 350 .
Odds ratio
600 300 _
500 250 B
€ 400 E 200 % ref Trend p=0.01
i 300 i 150 4 10 —-@)-——-——-————— -
E 200 fﬁ 100 &
g g "
100 50 ? .
— 0.11 0.18
0 1000 2000 3000 0 500 1000 1500 2000 Z
{5 Hy B eee—) EE/ {E iy B ) Eg/ EIE'
Otsuka R, et al. Lipids (2013) 59-138 138-175 175-354 we/ml
IM;EFH DDHATRE
DHAY®EPAZ Z<{ETCHFRAFDERMIL BELH: A— 251V OMMSE, 1, Fll, HHE, 8IS,
Eﬂ%u *g%ﬁEiE_E‘F IJ ZQE*[H%IJ'@'% . & . BEEE. RE(EILT. BEERE. ¥EKRR)

Otsuka R, et al. Eur J Clin Nutr (2014)
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FaHYAxHITUEE(DHA) 2-2RG 7= /B (Lys, Phe, Thr, Ala)

Odds ratio
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_ hEELUL = PO o
4 ref et %2% 10 @ 0.94 o 2
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B % > ~
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—UF 0.1 0.1 ?6154.0 » ; o1l 7::_)I/77~—‘/ D
e (002059 o g 1H80gll E Foiv ¢
7 AlF=y L 2
M)TRI7Y 4
5e-138 138175 175-354 ve/ml Nakamoto M, et al. Eur J Clin Nutr (2018) I PN
35 DDHARES . 5. SHe . : .
Otsuka R et al. Eur J Clin Nutr (2014) Eﬁyg%grﬁt ) < M-c80.5 g 80.6€ g EXFL *
TILE=L \ g
7oz L 4
— 3 4 M 4 b = o=
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1 EZ L 7v| s
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e RH16%IET S > ol I e i
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1K o 9~ | T 072@ o072 0.70
T eyt - )] 0.5 1.0 2.0 4.0
1) el 2 [#v Xt] .
2w > - Y4 TI/BERENTFEULEICHT .
7 . PERnERIRERE B BEORMEEEETOA VXL
i Trend P=0.028
S 73mg/B (¥43{8 ~15D) Kinoshita K, et al. J Nutr Health Aging (2020)
60 62 64 66 68 0 72 74 76 78 ===370mg/A (FHE) 0.30 <> $
i (%) —688mg/H (F¥fE+ 15D) LA 16 2-3#F 4FFELE -
146 A, 1184 452 A 589 A ‘.
1125% 3.0% 346% 451%

N

KFALD. BAEE - BEPLRTE(2015) 1HICENT 2BFROE Shirai Y, et al. Public Health Nutr (2020)
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RREROSHIE (RS M@ G - g g e o b
[n=336]  [n=336] [n= 337] [n= 336] [n= 338] &P - d 0'2
0.00 — — 0.4
0.6
0.20 08 I I I I
0.40 1.0 I
12 ANGOVA p= D065
0.60 F trend= 0017
1.4
0.80 16
\ (%) y
1.00 Q1 vsQ5
1.20 B RFHHOR B S B
' ANCOVA p=0.030 0.48% =>RMEBBRE19%E D
1.40 p_trend=0.003 Lewis F, et al. The Trajectory of Dementia in
- ! | the UK — Making a Difference 2014.
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% . & 5
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Food intake sources
/N

Min g QUANTIDD Vel =S
0 NG
E AsEE B 4\N
Unbalanced

Leaning toward only one food group
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2022F11A30H. CTADENEIMICHWLWTREFFRESR

A CDR-SB Score —
r— Table 2. Primary and Secondary End Points (Modified Intention-to-Treat Population).
E oo Lecanemab Placebo
S o End Point (N=859) (N=875)
& £ o8 Lecanemab Primary efficacy end point
c
28 12 Change from baseline to 18 mo in the CDR-SB score
% 16 No. of participants evaluated 859 875
= P<0.001 at 18 mo
S : L LA A A Adjusted mean change 1.21 1.66
Visit (mo) Adjusted mean difference vs. placebo (95% Cl) -0.45 (-0.67 to -0.23)
No. of Participant
Lecanemab s w4 e s ms 7 P value vs. placebo <0.001
Placebo 875 849 828 813 779 767 757 Secondary emcacy end points
B Amyloid Burden on PET C ADAS-Cogl Score Change from baseline to 18 mo in amyloid burden on PET
L loid Worsening
= . . No. of participants evaluated 354 344
£ Placebo E 1
.gn__ g]-———l'— — .i 1 . , ¥ Adjusted mean change — centiloids -55.48 3.64
ﬁ ecanemal
52 10 §, 2 & Adjusted mean difference vs. placebo (95% Cl) — centiloids -59.12 (-62.64 to -55.60)
G§ 20 0=
é %— 30 g ;.% # | Pvalue vs. placebo <0.001
= 4
33 . " 3 ™= | Change from baseline to 18 mo in the ADAS-cogl4 score
R cenema 2 <0.001 at 18 mo iz
i p<0 0?1 atlg r‘m . : 3 | P o,n? usé — No. of participants evaluated 854 872
3 6 vt oo 12 13 ik 3 E Bi Adjusted mean change 4.14 5.58
J isit (mo|
No. of Participants No. of Participants Adjusted mean difference vs. placebo (95% Cl) -1.44 (-2.27 to -0.61)
> Lecanemab 354 296 275 276 210 Lecanemab 854 819 793 771 753 730 703
N | Placebo 344 303 286 259 205 | Placebo 872 844 823 807 70 762 738 Y P value vs. placebo <0.001
Ch D ADCOMS E ADCS-MCI-ADL Score 1 Change from baseline to 18 mo in the ADCOMS
Worsening Worsening No. of participants evaluated 857 875
7 K . 5 0 T i Adjusted mean change 0.164 0.214
0.05 s -1
_— % % 3 Adjusted mean difference vs. placebo (95% Cl) -0.050 (-0.074 to -0.027)
) 52 o e ° Lecanemab
J ‘é T:; Lecanemab "éeé = m P value vs. placebo <0.001
g9 g5 T s
( =4 g B NJl| Change from baseline to 18 mo in the ADCS-MCI-ADL score
b 0.20 2 g — .
é- - P<0.001 at 18 mo i? _i P<0.001 at 18 mo No. of participants evaluated 783 796
0 3 6 9 12 15 18 0 6 12 18 Adjusted mean change -3.5 =55
vist -
. it (me) Visit (me) Adjusted mean difference vs. placebo (95% Cl) 2.0 (1.2t02.8)
No. of Participants No. of Participants
L b 87 80 79 774 757 733 708 | L b
blacebo 85 87 s BB 75 764 789 | Placebe o i 7 b Pvalue vs. placebo <0.001

N Engl J Med: 2022
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