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Supplementary Figure 1. Total cells in each treatment-naive LUAD

sample.
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Supplementary Figure 2. Bubble plot of marker genes of each cell

subgroup.
Mast cells 1 ...
Neutrophil 4 o oy 1 ]
Monocytic cells 1 & ® @ o
B/Plasma cells 1 XN
T/NK cells 1 [ °
Fibroblast 1 (T X
Endothelia cells 1 T X ]
Epithelia cells {{) @ @
SepZs2zifRaafiizzsainiiag
&§§§>u08Eu“uSQiuﬁSuEﬂggu&

avg.exp

Yang L, et al. J Immunother Cancer 2022; 10:e003534. doi: 10.1136/jitc-2021-003534



BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) J Immunother Cancer

Supplementary Figure 3. Identification of tumor cells and normal
cells from epithelial cells in each treatment-naive sample.
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Supplementary Figure 4. Further clustering of T and NK cells.

A. UMAP plot of 19,984 T/NK cells from treatment-naive samples.

B. Violin plot of different marker genes for T/NK cell clusters.

C. UMAP plot of CD8+ T cells from treatment-naive samples (left). The
proportion of each CD8+ T cell cluster in EGFR (-) (pink) and EGFR (+)
(cyan) group (middle). UMAP plot of CD8+ T cell from EGFR(-) specific
region calculated by DASeq (right).

D. UMAP plot of CD4+ T cells from treatment-naive samples (left). The
proportion of each CD4+ T cell cluster in EGFR (-) (pink) and EGFR (+)
(cyan) group (middle). UMAP plot of CD4+ T cell from EGFR(-) specific
region calculated by DASeq (right).

E. Marker genes of active CD8+ T cell differing in EGFR status.

F. Expression of PD1, LAG3 and TIM3 protein by CD8+T cells in EGFR (-)
and EGFR (+) TME.

G. Bubble plot of cytokines and interleukin expression by each cluster of CD4+
T cells.
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Supplementary Figure 4 (A-D)
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Supplementary Figure 4 (E-G)
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Supplementary Figure 5. Further clustering of monocytic cells and TAM clusters
in each sample.

A. UMAP plot of 4,429 monocytic cells from treatment-naive samples.
B. The proportion of monocytes in EGFR (-) (pink) and EGFR (+) (cyan) group.
C. TAM clusters identified in each LUAD sample.
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Supplementary Figure 6. CAFs identified in treatment-naive and post-treatment

samples.

A.

post-treatment samples.
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Supplementary Figure 7. Dendritic cells identified in the TME.

A. UMAP plot of 839 DCs from treatment-naive samples.

B. Expression of marker genes for different DC types.

C. The proportion of each DC cluster in EGFR (-) (pink) and EGFR (+) (cyan)
group.

D. The distribution of CD1C+ DCs in the tumor stromal area of EGFR (-) and
EGFR (+) TME.

E. Bubble plot of cytokine expression among DCs clusters from different group.
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Supplementary Figure 8. Neutrophil, endothelial and mast cells identified in the

TME.

A. Volcano map of genes upregulated and downregulated in neutrophils of EGFR (+)
samples.

B. UMAP plot 0f 491 endothelial cells from treatment-naive samples.

C. Expression of marker genes for different endothelial clusters.

D. The proportion of each endothelial cell cluster in EGFR (-) (pink) and EGFR (+)
(cyan) group.

E. Bubble plot of cytokine expression among endothelial cell clusters from different
groups.

F. Bubble plot showing the most prevalent genes expressed in mast cells.
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