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Supplemental Figure 1. Generation and validation of BWZ.CD16A reporter cells. A) BWZ
cells expressing chimeric CD16A-z receptors were generated and confirmed to express cell surface
receptor using flow cytometry. B) Stimulation of BWZ.CD16A reporter cells using platebound
purified antibodies of shown isotypes. C) Titration curve showing dose response of antibody

coated Spike RBD stimulating BWZ.CD16A reporter cells.



Supplemental Figure 2. The CD16A V176 allele remains associated with lower anti-SARS-
CoV-2 titers and improved respiratory status at visit 4. A) Respiratory status breakdown by
CDI16A genotype at visit 4 (14 days from hospital admission), P=0.025. 1= not hospitalized + no
limitations, 2= not hospitalized + limitations, 3= hospitalized + no O2, 4= hospitalized + required
02, 5= non-invasive ventilation or high flow O2, 6= mechanical ventilation or ECMO, 7= death.
B) Mortality stratified by CD16A genotype (OR=0.963, 95% CI=0.726-1.268, P=0.788). C-D)
Visit 4 antibody titers of RBD (C) and spike (D) stratified by CD16A genotype (P=0.01 and 0.006,

respectively). E) Viral rpM at visit 4 split by CD16A genotype (P=0.246).

Supplemental Figure 3. Individuals homozygous for the CD16A V176 allele have a weakened
correlation between anti-spike titers and viral rpM as well as viral rpM and COVID-19
severity. A-B) Correlation plots for viral rpM and spike titers (A) or RBD titers (B) split across
CD16A genotypes. Black line is for that specific genotype, and red line is all patients together.
Dashed lines are 95% confidence intervals. C) Box-and-whisker plots of viral rpM for mild

(TG123) versus severe (TG45) COVID-19 trajectory groups split by CD16A genotype.

Supplementary Figure 4. No difference in blood NK cell counts based on CD16A genotype
in the IMPACC cohort. A-E) CyTOF was performed on whole blood of N=788 participants and
immune cell counts were determined. (A) CD56low CDI16hi NK cell counts (P=0.095), (B)
CD56hi CDI16low NK cell counts (P=0.086), (C) monocyte counts (P=0.034), (D) neutrophil
counts (P=0.618), and (E) CD39high CD4+ Treg counts (P=0.192) were recorded split by CD16A

genotype.
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Supplemental Figure 1. Generation and validation of BWZ.CD16A reporter cells. A) BWZ cells
expressing chimeric CD16A-C receptors were generated and confirmed to express cell surface receptor
using flow cytometry. B) Stimulation of BWZ.CD16A reporter cells using platebound purified
antibodies of shown isotypes. C) Titration curve showing dose response of antibody coated Spike RBD
stimulating BWZ.CD16A reporter cells.
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Supplemental Figure 2. The CD16AY'7¢ allele remains associated with lower anti-SARS-CoV-2
titers and improved respiratory status at visit 4. A) Respiratory status breakdown by CD16A
genotype at visit 4 (14 days from hospital admission), P=0.025. 1= not hospitalized + no limitations,
2= not hospitalized + limitations, 3= hospitalized + no O,, 4= hospitalized + required O,, 5= non-
invasive ventilation or high flow O,, 6= mechanical ventilation or ECMO, 7= death. B) Mortality
stratified by CD16A genotype (OR=0.963, 95% CI=0.726-1.268, P=0.788). C-D) Visit 4 antibody
titers of RBD (C) and spike (D) stratified by CD16A genotype (P=0.01 and 0.006, respectively). E)
Viral rpM at visit 4 split by CD16A genotype (P=0.246).
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Supplemental Figure 3. Individuals homozygous for the CD16AY!7¢ allele have a weakened
correlation between anti-spike titers and viral rpM as well as viral rpM and COVID-19 severity.
A-B) Correlation plots for viral rpM and spike titers (A) or RBD titers (B) split across CD16A
genotypes. Black line is for that specific genotype, and red line is all patients together. Dashed lines are
95% confidence intervals. C) Box-and-whisker plots of viral rpM for mild (TG123) versus severe
(TG45) COVID-19 trajectory groups split by CD16A genotype.
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Supplementary Figure 4. No difference in blood NK cell counts based on CD16A genotype in the
IMPACC cohort. A-E) CyTOF was performed on whole blood of N=788 participants and immune
cell counts were determined. (A) CD56!°Y CD16" NK cell counts (P=0.095), (B) CD56" CD16"" NK
cell counts (P=0.086), (C) monocyte counts (P=0.034), (D) neutrophil counts (P=0.618), and (E)
CD39high CD4+ Treg counts (P=0.192) were recorded split by CD16A genotype.
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