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The TAME test is for metformin, which suppresses glucose production by the Iiv.s@@ 'Q\%&&ses
sensitivity to insulin. The drug has been used for more than 60 years and iggafe antl\’b’i}olﬂngs
healthy life and lifespan in worms® and in some mouse strains. Dgts\@}?‘%{@@ﬁ‘that it could
delay heart disease, cancer, cognitive decline and death in pe:@é‘%i’%&\@iﬁ@etesq. Plans call for the
Erk trial to enrol 3,000 people aged 70-80 years at roughly {\%&%r%@@'ﬂund the United States. The
174 trial will take 5-7 years and cost US$50 million, %a\g@afgecsp&{'n‘é?és, although it does not yet have
\
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Matt Kaeberlein at the Universi'gg&d(ﬁas ' (?I:\::n, Seattle, who is running a trial of rapamycin in
elderly dogs, says that thqu@q\l:ept(h@‘i?nd Barzilai's trial is sound. Even though other drugs might
be more effective a Q’%n Q&%g in animal studies, he says, the many years of experience with
metformin in % '8, E:Qmﬁ ed with data suggesting that it impacts the ageing process in people,
make{&aag@&ié@ﬂ%ate for a first clinical trial in the field.

o N©
@ﬁg a@.%ﬁa?t way to engage the FDA in a discussion about recognizing ageing as an indicatior) that is
appropriate for clinical trials,” Kaeberiein says.

Nature 522, 265-266 (18 June 2015) | doi:10.1038/522265a
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Mormal Cell Cell Attacked by Free Radicals Cell with Oxidative Stress
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La METILAZIONE: DNA MethyITrasferase
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SIRT1: € una ISTONE DEACETILASE

Hwang JW etal. Free Radic Biol. Med. 2013
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Induzione di SIRT1 o overes$ Sreséione= previene senescenza
(C 6‘3\
,a\ﬁa’&;\do\(\%\ Ota, H. et al. ATVB. 2010

fé%ta H. et al. Oncogene 2006
Ota, H. et al. J.Mol. Cell. Cardiol. 2007

w |
A
—
=
Il
(O
™
-
v
o
™
Q-
™
-
™
-
09



% ,
{%NU

\o®
&

g
N






Bao Q. et al. Molecular and Cell Endocrinology 2014
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Il primo pensiero va’ alla METFORMINA
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Metformin for cancer and aging prevention: is it a time to make (o} . 6\
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the long story short? N
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Nel tentativo di cercare il dettaglio molecolare

J. Endocrinol. Invest. 35: 504-510, 2012
DOI: 10.3275/7866

Effects of metformin on oxidative stress, adenine nucleotides
balance, and glucose-induced insulin release impaired by d'mronlﬁ)\'a\O
free fatty acids exposure in rat pancreatic islets
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Chronic Exposure to Free Fatty Acids or High Glucose Induces Apoptosis in
Rat Pancreatic Islets: Possible Role of Oxidative Stress \0%\6
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Small molecule SIRT1 activators for the treatment of aging and
age-related diseases
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dTOR mutant (hypomarph) Increase in median life span (20%)
e @_- Ribosoma d4E-BP null Decrease in mean life span (males, 30%; famales, 17%;
biogenesis dd'E-BPmrerexpr_ession Mo effect on life span t_rnales nr_females}_
a4E-BP weak activated No effect (males) and increase in mean life span (female:
—| @—-— Iranskation d4E-BP strong activated Increase in mean life span (males, 11%; females, 22%)
56K constitutive active Slight, significant decrease in mean life span (females)
d4E-BP null Decrease in mean life span (39%; famales)
@_- .ﬂutﬂphagy M. musculus Loss of S6K1 Increases in mean, median, and maximum life spans
(20%, 18%, and 10%, respectively, females only)
Mtor<-Misté+ genotype Increases in mean, madian, and maximum life spans

(14%, 13%, and 18%, respectively; females only)
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Rapalogs and mTOR inhibitors
as anti-aging therapeutics
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Type Drug IG5, MTORCT éﬁ‘?mu N ‘:(’
Rapalog Rapamycin/sirolimus 0.4-039 nM e N/%’b
Everolimus 1 E— Q(ﬁf
mTOR kinase inhibitors Torin 1 5\ 200 nM
Torin 2 4.68 nM
PP30 %@%B 3 uM
PP24 3 1.96 uM
EIS{B@E 0(\6 22 n 1.3 uM
L2805 (S\ 0.8 M 3,590 nM
(eQ U-0 10 nM >10 uM
’bQ 5132 0.19 nM 1,179 nM
Dual mTﬂHfPlsl\&\“ e(efWP-BEEESE 20.7 nM 4 nM
Q < ) NVP-BED130 7.7 nM 72 1M
0\’6 012 XL765 157 nM 39 nM

Wortmannin ~200 nM ~1nM
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ARTICLE

Enhanced beta cell function and anti-inflammatory effect

after chronic treatment with the dipeptidyl peptidase-4 \O%\6
inhibitor vildagliptin in an advanced-aged diet-induced e\'o
obesity mouse model
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Omar B.A. et al. Diabetologia 2 May 2013
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ARTICLE

Enhanced beta cell function and anti-inflammato ¢t
after chronic treatment with the dlpeptldyl p @&
inhibitor vildagliptin in an advanced—age% -m({l’lced
obesity mouse model .

Dieta normale + vildagliptin ?
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Dieta normale
Dieta HFD + vildagliptin
Dieta HFD J

Kaplan-Meier (curva di sopravvivenza)
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Omar B.A. et al. Diabetologia 2 May 2013
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