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Randomization
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Crystallography

The crystal structures described in the manuscript are available for download from the Protein Data Bank, accession codes 7t72, 8dxu and 8dxt. Structures for these
entries were solved and refined in essentially the same manner, as follows. Diffraction data were indexed and integrated using XDSME (version 0.6.5.2). Scaling and
merging were performed with Pointless (version 1.12.12) and Aimless (version 0.7.7). Molecular replacement was performed using Phaser (version 2.8.3). Maps
were inspected and real space refinement performed using Coot (version 0.9.6). Refinement was performed using Refmac (version 5.8.0267) and Phenix-refine
(version 1.11.1-2775). Figures were prepared using Pymol (version 1.20).

Data not collected for this study

see above

Patient PBMC samples were accessed via the COSIN Study (New South Wales COVID-19 patient cohort). ClinicalTrials.gov ID:
NCT04383652

The protocol was approved by the Human Research Ethics Committees of the Northern Sydney Local Health District and the
University of New South Wales, NSW Australia (ETH00520) and was conducted according to the Declaration of Helsinki and
International Conference on Harmonization Good Clinical Practice (ICH/GCP) guidelines and local regulatory requirements.
Written informed consent was obtained from all participants before study procedures.

From a priori one way ANOVA (fixed effects) power analysis of previous data sets, we have calculated that due to the variability of in vivo
systems, to achieve 20-30% differences in groups with a confidence of 95% experimental groups will require minimum 4 mice per group.

No data excluded

Two variant strains of SARS-CoV2 were utlised in 3 exerimental models with 16 isotype control and 16 GAR05 treated mice across the 3
models over the course of approximately 1 year with comparable data generate in each instance.

Cohorts of mice were randomly assigned to each experimental condition

Blinded group allocation was not possible as all therapeutic interventions were performed by a single operator.
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

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

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

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

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

The following primary antibodies were sourced from Becton Dickinson (BD): anti-human CD21 BV421 (clone B-ly4, Cat: 562966), anti-
human IgD BV510 (clone IA6-2, Cat: 563034), anti-human CD19 BV711 (clone SJ25C1, Cat: 563036), anti-human CD20 APC-H7 (clone
L27, Cat: 641396), anti-human IgG BV786 (clone G18-145, Cat: 564230), anti-human CD27 PE-CF594 (clone M-T271, Cat: 562297),
anti-human CD38 PE-Cy7 (clone HIT2, Cat: 560677), anti-human CD3 BB700 (clone OKT3, Cat: 566818).

The following HRP-conjugated secondary antibody was sourced from Jackson Immuno Research : Peroxidase Affinity Pure Goat
AntiHumanIgG(H+L) (Cat No. 109-035-088).

anti-human CD21 BV421, clone B-ly4, 562966, BD was validated by the supplier via flow cytometry

anti-human IgD BV510, clone IA6-2, 563034, BD was validated by the supplier via flow cytometry

anti-human CD19 BV711, clone SJ25C1, 563036, BD was validated by the supplier via flow cytometry

anti-human CD20 APC-H7, clone L27, 641396, BD was validated by the supplier via flow cytometry

anti-human IgG BV786, clone G18-145, 564230, BD was validated by the supplier via flow cytometry

anti-human CD27 PE-CF594, clone M-T271, 562297, BD was validated by the supplier via flow cytometry

anti-human CD38 PE-Cy7, clone HIT2, 560677, BD was validated by the supplier via flow cytometry

anti-human CD3 BB700, clone OKT3, 566818, BD was validated by the supplier via flow cytometry

Peroxidase Affinity Pure Goat Anti-Human IgG (H+L) (Cat No. 109-035-088) validated by the supplier by western blot and ELISA

Expi293, ExpiCHO and HEK293T cells lines were sourced from Thermo Scientific.

VeroE6 cells (CRL-1586) were sourced from ATCC

Cell lines sourced from Thermo Scientific were issued with appropriate certificates of analysis.

The Garvan Molecular Genetics facility at the Garvan Institute of Medical Research performed VeroE6 cell line authentication
on all human cell lines used. DNA from each cell line was analysed for short tandem repeat loci using the PowerPlexR 18D
System. Tested cells were >80% identical, indicating they originated from the cell line specified

All cell lines tested negative for mycoplasma contamination

No misidentified cell lines were used in this study.

6-8 week old K18-hACE2 mice (B6.Cg-Tg(K18-hACE2)2Prlmn/J, stock Nb. 034860, Jackson Lab) were housed at 21C, 52% humidity on
a 12-hour dark/light cycle (dark 7pm-7am)

none used

female mice only used

no field collected samples used

Sydney Local Health District (SLHD) Animal Ethics and Welfare Committee




