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All data generated in this study are provided in the article and its associated files, including the Supplementary Information and Source Data files, which are
provided with this paper.

Replicates among experiments were both biologically and technically independent, carried out at different time points and different persons
(where possible) to maximize reproducibility.

For immunocytochemistry assays and puncta counting analyses, 50 cells were counted three times.

For immunoblotting assays and densitometry analyses, three independent experiments were performed and analyzed.

For wound healing assays, an average diameter of the wound consisting of three random measurements was duplicated or triplicated.

For WST-based cell viability assays, two biologically independent measurements were taken.

Mice experiments were performed two independent times (n=4 and n=7, respectively), with only the latter presented in this study.

Where possible, sample sizes were chosen based on established protocols in previous publications and/or generally-accepted criteria in the
scientific community.

No data were excluded from the analyses.

Replicates among experiments were both biologically and technically independent, carried out at different time points and different persons
(where possible) to maximize reproducibility.

For immunocytochemistry assays and puncta counting analyses, 50 cells were counted three times.

For immunoblotting assays and densitometry analyses, three independent experiments were performed and analyzed.

For wound healing assays, an average diameter of the wound consisting of three random measurements was duplicated or triplicated.

For WST-based cell viability assays, two biologically independent measurements were taken.

Mice experiments were performed two independent times (n=4 and n=7, respectively), with only the latter presented in this study.

All in vitro and in vivo experiments were replicated succesfully.

All samples, cells and animals were randomized in this study.

Investigators were blinded to group allocation during data collection and analysis.
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Eukaryotic cell lines
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Flow Cytometry

Plots
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Methodology

Sample preparation

The antibodies used in this study are as follows: mouse monoclonal anti-p62 (Abcam, ab56416, 1:10,000), rabbit polyclonal anti-LC3
(Sigma, L7543, 1:10,000), rabbit polyclonal anti-ATE1 (Sigma, HPA038444, 1:1000), mouse monoclonal anti-FK2 specific to Ub-
conjugated proteins (Enzo, BML-PW8810, 1:3000), rabbit polyclonal anti-GAPDH (BioWorld, AP0063, 1:20,000), rabbit polyclonal
anti-b-actin (BioWorld, AP0060, 1:20,000), mouse monoclonal anti-MetAP2 (Santa Cruz, sc-365637, 1:2000), rabbit polyclonal anti-
ER! (Invitrogen, PA1-310B, 1:2000), rabbit polyclonal anti-Androgen Receptor (Cell Signaling, 3202, 1:5000), rabbit polyclonal anti-
EGFR (Cell Signaling, 4265, 1:2000), rabbit polyclonal anti-p-Akt (Cell Signaling, 9271, 1:2000), rabbit polyclonal anti-Akt (Cell
Signaling, 2920, 1:1000), rabbit polyclonal anti-p-ERK (Cell Signaling, 9101, 1;1000), rabbit polyclonal anti-ERK (Cell Signaling, 9102,
1:1000), rabbit polyclonal anti-ATG5 (Novus, NB110-53818, 1:1000), mouse monoclonal anti-Ub (Santa Cruz, sc-8017, 1:2000),
mouse monoclonal anti-GFP (Santa Cruz, sc-9996, 1:2000), mouse monoclonal anti-Tau5 (Invitrogen, AHB0042, 1:5000), rabbit
polyclonal anti-p-Tau (Invitrogen, 44-752G, 1:5000). The following secondary antibodies were used: alexa fluor 488 goat anti-rabbit
IgG (Invitrogen, A11034, 1:1000), alexa fluor 488 goat anti-mouse IgG (Invitrogen, A11029, 1:1000), alexa fluor 555 goat anti-rabbit
IgG (Invitrogen, A32732, 1:1000), alexa fluor 555 goat anti-mouse IgG (Invitrogen, A32727, 1:1000), anti-rabbit IgG-HRP (Cell
Signaling, 7074, 1:10,000), and anti-mouse IgG-HRP (Cell Signaling, 7076, 1:10,000).

Each primary antibody was validated according to the manufacturer's website and by immunoblotting in this study.

Specifically, Abcam antibodies were validated by knock-out, Sigma antibodies by functional assays detecting experimentally induced
changes in target antigen expression, BioWorld antibodies by functional immunoblotting, Santa Cruz antibodies by functinoal
immunoblotting, immunocytochemistry and ELISA, Invitrogen antibodies by functional cell treatment, and Cell Signaling antibodies by
functional assays, as well as knock-out studies, detecting experimentally induced changes in target antigen expression.

HeLa, HEK293, HEK293T, U-87 MG, ACHN, MCF7 and LNCaP cell lines were obtained from ATCC. SH-SY5Y-tauP301L-GFP was
obtained from Innoprot (P30722). HeLa-NLS/NES-Htt-Q25/Q97-eGFP cell lines were a gift from Min Jae Lee (originally created
by Min Jae Lee's lab at Seoul National University, Korea)

Every stable cell line was authenticated by detection of target protein via immunoblotting and immunocytochemistry.

All cell lines tested negative for mycoplasma contamination.

None.

Both males and females of 9-month-old hTau-P301L- BiFC mice (C57BL/6 strain) were used.

Male ICR mice (6 months old; ICR/HaJ strain) were used.

Mice were bred and housed in a 12:12 light-dark cycle, pathogen-free, temperature- and humidity-controlled facility with food and
water available at Korea Institute of Science and Technology. Animal protocols followed the principles and practices outlined in the
approved guidelines by the Institutional Animal Care and Use Committee of the Korea Institute of Science and Technology.

The study did not involve wild animals.

The study did not involve samples collected from the field.

Animal protocols followed the principles and practices outlined in the approved guidelines by the Institutional Animal Care and Use
Committee of the Korea Institute of Science and Technology.

Cell death and cell cycle arrest were quantified by staining cells with propidium iodide for flow cytometry with a BD




