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ATF4/p16 signaling activation accelerates premature senescence of

renal tubular epithelial cells ( RTECs ) in diabetic nephropathy

Jun Liu, Yani He*

Department of Nephrology, Daping Hospital, Third Military Medical University, Chongqing, China

Ebjectivg
2. ATF4/p16 pathway activation is essential for AGEs-

Induced premature senescence.

Recent studies reveal an accelerated senescence of

RTECs in DN. However, its mechanism remains unclear. A m
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ATF4 activation is linked to p16 expression in

oncogene-induced cellular senescence. This study
focused on the role of ATF4/p16 activation in premature _—
senescence of RTECs in DN.
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Figure 2. Activation of the ATF4/p16 pathway mediates AGEs-induced premature senescence.,
p16 SIRNA
A: Immunofluorescence showed ATF4 and p16 were co-located in RTECs of DN patients ;
B: Immunofliuorescence showed ATF4 and p16 were co-located in the nucleus of the same SAHF positive

cells after AGEs stimulation,;

Premature Senescence C—G: ATF4 gene silencing suppressed AGE-induced p16 expression and premature senescence.

Progression of DN

3. ATF4/p16 pathway activation directly induces

premature senescence.
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1. AGEs-induced premature senescence is dependent i . ATV

on p16 activation.
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2. Figure 3. ATF4/p16 pathway activation directly induces premature senescence.
_ w A—C: p16 mRNA and protein were increased in the pAdTrack-ATF4 transfection group:
SAD. SA-J.gal - SAD-2
Pl i A-aal E : = D: Immunofluorescence showed ATF4 and p16 were co-located in the nucleus of the same SAHF
§ ’f . . positive cells after pAdTrack-ATF4 transfection;,
e e g v - E—G: p16 gene silencing suppressed premature senescence induced by ATF4 overexpression.
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Figure 1. AGEs-induced premature senescence is dependent on p16 activation. Our StUdy lnd ICates that ATF4I p1 6 S lg na"ng
A:Immunohistochemistry showed p16 expression extensively increased in RTECs of DN patients | aCtivati on | S an lm pO rta nt m eCh an ism Of AG ES-

B.Correlation analyses showed p16 expression was positively correlated with Uase/Ucr in DN patients;

C~F: p16 gene silencing suppressed AGE-induced premature senescence.,

'induced premature senescence of RTECs during DN. |
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