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Flow-mediated dilation (FMD)

- B-mode ultrasonography
Peripheral arterial tonometry (PAT) /

}:

Carotid- femoral pulse wave velocity (cfPWV)

= AL D3

Maier AJ et al. J Clin Med 2023;12:5512
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Shepherd, J., et al.: Prevention of coronary heart disease with pravastatin in men with hypercholesterolemia. West of Scotland Coronary Prevention
Study Group, New England Journal of Medicine, 1995; 333(20): 1301-1307, Fig.2% — &Rtk %
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HR=0.59 (0.40-0.87) P=0.008 NNT=10

HR=0.77 (0.63-0.96) P=0.017 NNT=49

0- 0 |
0 1 2 3 4 5 (&) 0 1 2 3 4 5 (%)
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XTERB%1,841 1,727 1,658 1,592 1,514 1,450 XTEREF 247 218 205 196 182 171
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. Circ J 73 :1283—1290, 2009.
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Hazard ratio, 0.87 (95% Cl, 0.78-0.97)
P<0.001 for noninferiority
P=0.01 for superiority

Placebo

Liraglutide
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No. at Risk

Months since Randomization

Liraglutide 4668 4593 4496 4400 4280 4172 4072 3982 1562 424

Placebo

4672 4588 4473 4352 4237 4123 4010 3914 1543 407
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1000 299 Hazard ratio, 0.78 (95% CI, 0.66—0.93)

90— P=0.007
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Months since Randomization

No. at Risk

Liraglutide 4668 4641 4599 4558 4505 4445 4382 4322 1723 484

Placebo

4672 4648 4601 4546 4479 4407 4338 4267 1709 465

Primary Outcome: death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke
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N Engl J Med.

2016;375:311-322
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N Engl J Med. 2016;375:1834-1844
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p <0.0001
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EBIER (n) Sk
TS5tk 1,867 1,715 1,612 1,345 1,108 854 611 410 224 109
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HR : J\F— Kb, CI: S5
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Katsuumi G et al. SGL T2 inhibition eliminates

senescent cells and alleviates pathological aging
Nature Aging 2024.4(7):926-938
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Sirtuin family (U—Fa1 ) & &1t

® Sir 2 (silent information regulator-2 ) Id&. NAD"&EFHEE 2 ~VIR)?EF) UGB
ZCUCHEEEL. TFEY (GilE, BRRE) HDolBREICEDIX CREICKRTF
SNTLD

® Sir2 [IDNABEDZA UMt EERFEEICEER[/REZRIZLUTND

=35 $5H (C.elegans)

1 100 FE o Em
an ¢

a0 r
20757 B wt 2 |
a Sir2 deletion z 10

= H 60 ¢
805 g 50 T
S IE., 40 ¢
2 30
0.257] 1 '\h 20 |
10 1

0

T T T I I I I I I I I I I
0 10 20 30 40 50 0 4 & 12 16 20 24 258 32 36 40 44 43
Generations Mo, of days

(Lin SJ et al., 2000) (Tissenbaum et al., 2001)
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Sir 2 (silent information regulator-2 )&, NAD'&KEMHE X~V R)7PE2F)UCEE
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Sirtl DAC EUCHROMATIN 62.0
Sirt2 DAC/ART __CYTOPLASM 41.5

Sirt3 DAC/ART  MITOCHONDRIA 43.6
Sirt4 — ART MITOCHONDRIA 35.2
Sirt5 - DAC MITOCHONDRIA 33.9

Sirt6 ART HETERO- 39.1

wsssss CHROMATIN
Sirt7 ? NUCLEOLUS 44.8

DAC;NAD*dependent deacetylase = ART;mono-ADP-ribosyl-transferase

CLASS | CLASS Il CLASS 111 CLASS IV  CLASSU
N CNRC
Sirtl | Sirt2 | ... | Sirtd | Sirts | Sirté S—
Yeast HST1 Sirt3 | Yeast HsT4 bacteria archeans Cele 4 bacteria
worm SIR21 | VeastHST2 | Other fungi | Peoueyy | e | Dl
D.mel 1 D.mel 2 D.mel 3 C.alb 4 3 .
\_ ~_A\protozoans A

Only in eukaryotes Only in eukaryotes
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SIRT1 replenishment
Endothelial function
Vascular and cardiac aging,

Oxidative stress,
Inflammation ),
) — Vascular remodellingJ,
LANZ FO-=)b sy
7 P ?%ﬁ\ E—T v \y\ 7)'/—/\“ 'J - mm“n;cancnﬁon‘:. Qr':‘d:'t(h.e‘;?a‘rfgon:;:n'r
BECSEFNBDNRIDIT /=)L o wd‘;":';_“°" | Mitochoncria b::geiesiﬂ‘
‘Atherosclerotic risk-, O

Energy Mitochondrial elongation{,
Metabolism  Mitochondrial ROS\,

Br J Pharmacol 2019:177:1258-1277

Oxidative stress\
Inflammation J,
Endothelial elongation
Re-endothelialization
Autophagy T

Cardiac remodelling
Monocyte recruitment.,
‘Macrophage infiltration
Foam cell formation,

Mimetics
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Endothelial Cell

M

Common features

SIRT1M
ROSY
Monocyte recruitmenty,

Autophagyt

Elongation

Laminar flow-treated
endothelial cells

Re-endothelialization

Resveratrol

Resveratrol-treated
endothelial cells
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P =0.001
Echt DS. N. Engl J Med. 1991;324:781-788.
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