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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

No sample size calculation was conducted

No data exclusions were implemented in this manuscript

All experiments were repeated at least three times

Mice were randomized for in vivo studies

Study conducted in healthy volunteers was based on a single arm protocol and did not require randomization

Scientists were not blinded for in vivo studies involving mice

Scientists were not blinded for clinical studies due to single arm protocol

1. anti-PCSK9: Novus Biologicals, NB300-959

2. anti-SREBP2: Abcam, ab30682

3. anti-GFP: Novus Biologicals, NB600-308

4. anti-Beta Actin: Sigma Aldrich, A222

5. anti-Calnexin: Cell Signaling Technology, C5C9

6. anti-GRP78: BD Biosciences, 610979

7. anti-LDLR: R and D Systems, AF2255

8. anti-IRE1: Cell Signaling Technology, 4668

9. anti-GRP94: Enzo Life Sciences, ADI-SPA-850

10. anti-CHOP: Santa Cruz Biotechnology, SC-575

11. anti-GAPDH: Cell Signaling Technology, 14C10

12. anti-CD36: Novus Biologicals, NB400-144

1. Used for WB in: Lebeau P, Platko K, Al-Hashimi AA et al. Loss-of-function PCSK9 mutants evade the unfolded protein response
sensor, GRP78, and fail to induce endoplasmic reticulum stress when retained. J. Biol. Chem. Mar 28 2018

2. Used in WB: Wei S, Liu L, Chen Z, Yin W, Liu Y, Ouyang Q, Zeng F, Nie Y, Chen T. Artesunate inhibits the mevalonate pathway and
promotes glioma cell senescence. J Cell Mol Med. 2020 Jan;24(1):276-284. doi: 10.1111/jcmm.14717.

3. Used in WB: Yu D, Febbo IG, Maroteaux MJ, Wang H, Song Y, Han X, Sun C, Meyer EE, Rowe S, Chen Y, Canavier CC, Schrader LA.
The Transcription Factor Shox2 Shapes Neuron Firing Properties and Suppresses Seizures by Regulation of Key Ion Channels in
Thalamocortical Neurons. Cereb Cortex. 2021 Jun 10;31(7):3194-3212. doi: 10.1093/cercor/bhaa414.

4. Used in WB: Kanakkanthara, A., Wilmes, A., Obrate, A., Escuin, D., Chan, A., Gjyrezi, A., … Miller, J. H. (2011). Peloruside- and
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; Sample size was determined based on past experiences with experimental models and treatments
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All cells and mice used in the study were randomly allocated to treatment groups
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13. anti-GRP78: Santa Cruz Biotechnology, SC-1050
14. anti-GRP78: Abcam, Ab21685
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13. Used in 83 publications based on manufacturer website; 14. Used in 459 publications based on manufacturer website 
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No commonly misidentified cell lines were used in the study
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; random selection of patients was used to minimize any potential biases




