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Supplementary figure 1: Histopathology and lung homogenate supernatant cytokine/chemokine data
after B.1.351 re-infection. Mock inoculated K18-hACE2 (n=10) or 129S1 (n=10) mice were either
inoculated with either mock (n=5) or B.1.351 (n=5) after 30 days. BA.I inoculated K18-hACE2 (n=5) or
129S1 (n=5) mice were either inoculated with B.1.351 after 30 days. A(i) Representing histology images
from mock infected K18-hACE2 inoculated with mock with no histology lesions, A(ii) BA.1 infected
129S1 inoculated with B.1.351 with perivascular and peribronchiolar lymphoid hyperplasia, A(iii) B.1.351
infected K18-hACE2 exhibiting alveolar macrophages with foamy or light eosinophilic cytoplasm. A(iv)
BA.1 infected 129S1 inoculated with B.1.351 exhibiting alveolar macrophages with abundant
homogeneous eosinophilic cytoplasm. B) Bar graphs (MeantSD) of absolute concentration (pg/ml) of
cytokines and chemokines in lungs of infected K18-hACE2 (dark grey) or 129S1 (yellow) mice. Source
data are provided as a Source Data file.
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Supplementary figure 2: ELISA titers after BA.1 infection and T-cell depletion. A: ELISA end point
titers calculated from Figure 3 A. Representation: Box-plot with median as centre, 25th to 75th percentile-
bound box and whiskers representing maximum and minimum values. Statistical analysis: Two tailed t-test
was used to determine statistical significance of the results, where p-values > 0.05 are denoted as ‘ns’. B:
Flow cytometry analysis from blood obtained from 129S1 mice of the T-cell depletion experiment, four
days after challenge with B.1.351. Cell populations presented are pre-gated as: Live cells>CD3+ cells.
CD8+ T cell depletion was complete, however, by this time point, a CD4 dim population was observed with
a lower mean fluorescence intensity when compared to the original CD4+ population. Source data are

provided as a Source Data file.
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Supplementary figure 3: Gating scheme for T-cell analysis.
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Supplementary figure 4: Gating scheme for CD11c+ cell analysis in BALF
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Supplementary figure 5: CD11c+ cells Luminex multiplex ELISA results. Mock or BA.1 inoculated
K18-hACE2 (n=8) or 12951 (n=9) mice were euthanized after 30 days post-infection, Lungs (n=4 or 3) or
BALF (n=5) were collected. CD11c cells were enriched from the BALF and used for trained immunity
experiment. Source data are provided as a Source Data file.
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Supplementary figure 6: Long-read RNAseq results. Mock or BA.1 inoculated K18-hACE2 (n=8) or
129S1 (n=9) mice were euthanized after 30 days post-infection, Lungs (n=4 or 3) or BALF (n=5) were
collected. CD11c cells were enriched from the BALF and used for trained immunity experiment. Results
from the long-read-RNAseq analysis from CD11c BALF cells. Pie-chart of total gene analyzed, and their
distribution based on relative expression (upper left), bar graph showing cell specific hits in each BA.1
infected strain after gene enrichment analysis (upper right), bar graph showing GO biological pathways in
each BA.1 infected strain after gene enrichment analysis (lower left). Source data are provided as a Source

Data file.
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