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Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

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

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Human research participants

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals
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For the animal studies, the sample size was based on prior studies with this strain of mice using intracerebral injections of AAV for similar
types of analysis.

Outliers were identified using the Robust regression and Outlier removal (ROUT) method with PRISM software. Only the outliers due to
experimental mistakes were excluded in the analysis.

For recombinant studies, experiments were repeated at least three times.

Animals were randomly allocated to experimental groups

Investigators were blinded during group allocation and data collection

Antibodies for WB: FKBP52 (1:1000; R&D MAB4095), GFP (1:1000; Invitrogen G10362), and B-actin (1:1000; Proteintech 66009-1).
T22 antibody was a gift from Dr. Rakez Kayed (University of Texas Medical Branch). All secondary antibodies were used at 1:1,000
dilutions (Southern Biotech).

Antibodies used in tissue sections: AT8 (S202/T205; 1:5000, Thermo Fisher ENMN1020B), tau (1:100000, Aligent A002401-2), AT180
(pT231; 1:300, AnaSpec 55313-025) and pT181 (1:2000, AnaSpec 54960) with corresponding secondary antibodies (Southern
Biotech, 1:3000).

Commercially available antibodies used as recommended by the manufacturer, except for T22, which was received from Dr. Rakez
Kayed and validated in DOI: 10.1096/fj.11-199851.

Six month-old males and females were used in this study. Bi-transgenic rTg4510 (129S6/FVB/N) mice were generated by crossing the
4510-responder line (carries a human MAPT P301L cDNA downstream of a tetracycline operon–responsive element) to an activator
line (expresses a tetracycline-controlled transactivator, tTA, under the control of a CaMKII! promoter).

Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals were 
caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if released, 
say where and when) OR state that the study did not involve wild animals.




