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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.
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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.
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Standard number of replication is 3 in all in vitro studies. A minimum of 3 independent repeats is required to evaluate significance. Sample
size was chosen based on comparable studies in the field and our own previous published studies (Zhang et al., Nano Letter 2020, PMID
32551679; Zhuang et al., Science Advances 2020, doi: 10.1126/sciadv.aaz6108; Zhou et al., Molecular Pharmaceutics 2019, PMID 30753778;
Zhang et al., Nature Nanotechnology 2018, PMID 30177807). These numbers give sufficient statistical power to avoid both Type 1 and Type 2
error. For pharmacokinetic and biodistribution studies, we observed minimal variability between mice, and chose n = 6 based on comparable
studies (Thamphiwatana et al., PNAS 2017, PMID 29073076; Hu et al., Nature 2015, PMID 26374997; Hu et al., PNAS 2011, PMID 21690347).
Systemic toxicity study was performed with n = 3 following previously reported results (Zhuang et al., Nano Letters 2020, PMID 32352801;
Zhang et al., Nano Letter 2020, PMID 32551679). For analysis of microscopy images, we observed low variability among naive cells or mice of
the same batch and genetic background, and chose 50<n<~200 cells per visual field / organ region, 1<n<5 organ regions per mouse depending
on the parameter of interest and the experiment. Studies on mouse models of acute pancreatitis were conducted with n = 10 to give sufficient
statistical power and minimize the effect of variability. The sample size is within the range (8<n<12) reported in similar animal models (Fink &
Norman, Cytokine 1997, PMID 9417814; Nakamichi et al., Journal of Clinical Investigation 2005, PMID 16239966).

No data was excluded.

Experiments were repeated at least twice with independent batches of samples, and all experimental findings were reproducible.
Representative results were presented for each experiment.

Samples were randomly allocated to corresponding experimental groups. Organisms were cultured and maintained in the same environment
and randomly allocated to each group.

Histological samples were scored by a blinded subject who was unaware of the type of treatment administered to the animals. Otherwise the
investigators were not blinded during experiments and analyses, because all samples were measured and analyzed equivalently within
defined experimental groups.

Mouse anti-mouse NF-"B p65 (Cat#sc-166748; Clone#A-8) was purchased from Santa Cruz Biotechnology. FITC anti-mouse IgG
(Cat#406001; Clone#405305) was purchased from Biolegend. Rabbit anti-mouse CD45 (Cat#ab10558) and biotinylated goat anti-
rabbit IgG H&L (Cat#: ab67720) was purchased from Abcam.

Each antibody has been verified by the supplier and each lot has been quality tested. Relevant information is available at: mouse anti-
mouse NF-"B p65 (https://datasheets.scbt.com/sc-166748.pdf); FITC anti-mouse IgG (https://www.biolegend.com/en-us/products/
fitc-anti-mouse-igg-1394); Rabbit anti-mouse CD45 (https://www.abcam.com/cd45-antibody-ab10558.html); Goat anti-rabbit IgG
H&L (https://www.abcam.com/arl11-antibody-ab67720.html).

Murine macrophages (ATCC J774A.1, TIB-67) were purchased from ATCC and cultured in Dulbecco's Modified Eagle's
Medium (Corning 10-017-CV) supplemented with Fetal Bovine Serum (Hyclone SH30541.03) and Pen-Strep (Gibco
15140122). Human monocytes (ATCC THP-1, TIB-202) were purchased from ATCC and cultured in RPMI 1640 Medium (Gibco
11875093) supplemented with Fetal Bovine Serum (Hyclone SH30541.03) and Pen-Strep (Gibco 15140122).

Cells were used without modification once received from the supplier and therefore were not authenticated.




