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Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.
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Population characteristics
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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MSV000093686

Acetylation mouse brain aging:

MSV000093689

Phosphorylation mouse brain aging:

MSV000093687

Whole proteome mouse brain aging:

MSV000093690

AQUA-PRM ub-chains brain aging mouse:

MSV000093996

Ubiquitylation mouse liver aging:

MSV000096232

Whole proteome mouse liver aging:

MSV000096231

Ubiquitylation iNeurons:

MSV000093691

Whole proteome iNeurons:

MSV000093693

AQUA-PRM ub-chains iNeurons:

MSV000096233

Ubiquitylation mouse brain dietary intervention:

MSV000096229

Whole proteome mouse brain dietary intervention:

MSV000096226

The RNA-seq mouse brain aging data have been deposited on https://www.ncbi.nlm.nih.gov/geo/ with the following identifier:

GSE253375
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Materials & experimental systems
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Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

No statistical methods were used to pre-determine sample sizes.

No data were excluded from the analyses except for technical dropouts when stated.

All available data were used to maximize statistical power of the analysis therefore we did not repeat the analysis.

Samples were randomized for proteomic data acquisition.

Blinding is not applicable to this study as this study is observational.

monoclonal mouse antibody, Ubiquitin FK2, Enzo Life Sciences, BML-PW8810, 1:1000

Rabbit Polyclonal SQSTM1 / p62 antibody, Abcam, ab91526, 1:1000

monoclonal rabbit antibody Anti-Ubiquitin Antibody, Lys48-Specific, clone Apu2, MilliporeSigma, 05-1307, 1:1000

polyclonal rabbit antibody LC3B Cell Signaling Technology, 2775, 1:1000

Monoclonal mouse Anti--Tubulin antibody, Merk, T9026, 1:1000

All antibodies were commercially available. Antibody clones were selected based on validation data shown on the manufacturer's
website.

WTC11 hiPSC Cell Line was a kind gift fromWard Lab

None of the cell lines used were authenticated

All cells were regularly checked for negative Mycoplasma contamination.

We decided to use WTC11 human iPSC-derived neurons (iNeurons) (Wang et al., 2017) because they are been established as
a reference in vitro model for human age-associated neurodegenerative disorders (Pantazis et al., 2022) and have previously
been used for proteome-wide investigations of protein ubiquitylation (Antico et al., 2021; Ordureau et al., 2020).

All wild-type mice were C57BL/6J obtained from Janvier Labs (Le Genest-Saint-Isle, France) or internal breeding at FLI. All animals
were kept in a specific pathogen-free animal facility with a 12h light/dark cycle at a temperature of 20°C±2 and humidity of 55% ±
15. Young mice were aged three or four months, and old mice were aged 33 months. During the experiment, Mice had unlimited
access to food (ssniff, Soest, Germany).




