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Su suy giam dan chirc nang clia cac
té bao, mo va ca quan trong ca thé.

Kha nang tai tao va stra chira clia co thé .
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Thubc senolytic dau tién dugc
xac dinh bang cach st dung
phuong phap tiép can kham
pha thubc dua trén cao ché,
theo gia thuyét

Thé hé thir 2: sang loc théng
uwogng cao high-throughput
ibrary screens) va cac cach
tiép can khac

SASP: senescence-associated secretory phenotype
SCAPS :senescent cell antiapoptotic pathways
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Cranberry

Quercetin

Tea

Onion

Mango

Strawberry
(160 pg/g)

Cucumber
(0.14 pg/g)

(4.78 pg/g)

Persimmon
(10.5 ng/g)

Lotus root
(5.8 pg/g)

Peach
{0.58 pug/g)

(3.93 ug/g)
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Forkhead box O4 (FOXO04) gitr lai p53
trong nhan, do do cac peptide can thiép
vao tuong tac nay cé thé dan dén
apoptosis do p53 trung gian & mot sb loai
té bao gia
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TKR/GFR/EFNB1

Dasatinib
Navitoclax

BCL-2 family — A1 3e8405

l | Procyanidin C
BAX/BAK Quercetin
e |_Fisetin

(CD Luteolin

Mitochondria

Trong mot s6 trudng hop, cac hop chat
senolytic nham vao mét hach SCAP don
1&, chdng han nhu chat (c ché con dudng
BCL-2

PI3K Proteasome

Eelda namycin
Tanespimycin

I Alvespimycin
l HSPS0 ——— (17-DMAG)

N (ABT-263), A1331852 hoac A1155463, co

z A . ~ ivati : Ansamycin
xu hudng gay apoptosis trong mét pham S s cthatiorn Survival Resorc}'m,
: L . e L X s ey L 2 FOXO4-DRI
vi han ché cac loai té bao gia hoa l e Purine- and
Apoptosis % ;\n ﬁzrir;}idine- '
¢ SRR e N-termina
A X .3 LR n JK W inhibi
Tuy nhién, can luu y rang N cé thé gay A Lysosomes /£ \u"-;i::.".‘-&t?.ﬂ inhibitors
.2 XX s 3 X , 53-FOX04 -+ 0 [ ERBHE
giam tieu cau va giam bach cau trung tinh, PAID @ " i sty Senescence-specific
ngay ca sau khi tiép xuc trong thai gian % T Sz membrane proteins
S ( g% -
ngan Nanoparticles/ — _
T prodrugs CAR-T/vaccine
SASP: senescence-associated secretory phenotype Cardiac .
glycosides ©

SCAPS :senescent cell antiapoptotic pathways



-CU.CH-ﬁ.SENOLYITIICS.

Mot phuong phdp tiép can bat nguon tur
sy gia tang khdi lugng lysosome va hoat
dong B-galactosidase lién quan dén lao
héa & nhiéu té bao gia,

=> cac hat nano phu galacto-
oligosaccharide va céc tién chat dugc
kich hoat bdi B-galactosidase dudng nhu
loai bd it nhat moét so té bao gia
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SASP: senescence-associated secretory phenotype
SCAPS :senescent cell antiapoptotic pathways
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e Loai bd céc té bao 4o hda: Senolytics loai bd cac té bao ldo hda biéu hién SASP, gitup
giam ganh nang té bao l&o hoa ma khéng can diéu tri lién tuc.

e Hiéu qua vdi liéu trinh ngdt quang: Piéu tri ngat quang co thé hiéu qua nhu diéu tri
lién tuc trong viéc gidm ganh ndng té bao ldo hda, giup gidm tac dung phu.

e Chién lugc “hit and run”; Viéc loai bd té bao ldo héa vdi senolytics gitip gidm thiéu tac
dung phu, dic biét v§i cac tdc nhan cé thdi gian ban hdy ngan nhu D (4 gid), Q (11 gid)
va F (3-4 gi0).

NHUOC DIEM

Tac dung phu co thé tir liéu phap apoptosis



Renal dysfunction

Beneficial effects

« Improved renal function™"”

+ Increased tubular proliferation
« Reduced fibrosis

Musculoskeletal impairment

Beneficial effects

« Enhanced exercise endurance®

* Increased muscle
regenerationi*

Respiratory disorders

Beneficial effects

« Improved pulmonary haemodynamics?*

« Improved lung function*
+ Reduced fibrosis 93

SENOLYTICS.TRONG,MO,HINH
GTIENIEAM;SANG)

Metabolic disorders

Beneficial effects

« Decreased lipotoxicity}§™

+ Enhanced insulin sensitivity+§**

+ Lowered concentration of circulating cytokines}™®
« Reduced steatosisi™

Detrimental effects

» Slightly increased steatosist™

CMS diseases

Beneficial effects

« Attenuated tau aggregationt3™

« Reduced neuroinflammation$4°

« Prevented loss of retinal functionsi

Cardiovascular diseases

Beneficial effects

« Improved ventricular function %4

« Attenuated inflammatory responset

+ Inhibited atherogenesisif*®

+ Reduced hypertrophy and fibrosis of the heart 7%

Haematopoiesis and bones

Beneficial effects

» Rejuvenated aged haematopoietic stem cells
+ Lowered bone resorption}®3

Detrimental effects

» Induced thrombocytopenia ¥

» Reduced trabecular fraction$™

Skin

Benehcial effects
« Suppressed hyperplasial|*
« Increased growth of hair follicles||*


https://www.nature.com/articles/s41591-022-01923-y/tables/2
https://www.nature.com/articles/s41591-022-01923-y/tables/2

SENOLYTICS,TRO NGITiHiI'ING HIE My
G :AM1ISANGam

Dua trén két qua day hira hen trong cdc mé hinh tién lam sang, hon 20 thir
nghiém lam sang vé liéu phap senolytic da hoan thanh, dang dién ra hodc
da lén ké hoach


https://www.nature.com/articles/s41591-022-01923-y/tables/1
https://www.nature.com/articles/s41591-022-01923-y/tables/1

KET LUAN

LAO HOA
LAOHOA TEBAO

SENOLYTICS



Chaib, S., Tchkonia, T. & Kirkland, J.L. Cellular senescence and senolytics: the pathtothe
clinic. Nat Med 28, 1556-1568 (2022). https://doi.org/10.1038/s41591-022-01923-y

Guo, J., Huang, X., Dou, L. et al. Aging and aging-related diseases: from molecular
mechanisms tointerventions andtreatments. Sig Transduct Target Ther 7, 391(2022).
https://doi.org/10.1038/s41392-022-01251-0

Lépez-0tin C, Blasco MA, PartridgelL, Serrano M, Kroemer G. Hallmarks of aging: An
expanding universe. Cell. 2023 Jan 19;186(2):243-278. do0i: 10.1016/j.cell.2022.11.001. Epub 2023
Jan 3. PMID: 36599349.



y

THANK YOU
FOR YOUR
ATTENTION




