b
NPC Cell type AGER FOXJ1 KRT5

.. Ps| I ¥ S cel 10 10 10

S p7| I Mol cel

2 6 M Myeloid cell

= PR m NK cell

o P5| I W Tcell
P2| ~0 X

0 2 Perce‘?ﬁage(“/7 )5 100 5
NSCLC Cell type 5 ) -5

£ P5 I_ B Cancer cel -10 ‘ -10 -10

Lr4 [N B ce = .

5 o) I B o C) 0 o 10 o010 0 0 10
——————§ [ SCGB1A1 SFTPC BCL2
P [N & NK cell 10 10 10

0 25P 5(2a e(°/7)5 100
PPLELC el type 5

S P3| I § e el 0 -

= r2| I | Dbt

Q 1| I 5 Vet ce 5 « s ‘ S

cell . :
0 25Perce5|"gage(ﬂ/z)5 100 M Endothelial cell 10 -10 -10
-10 0 10 -10 0 10 -10 0 10
0.004 ° Cluster
. © a normal
©
0 § e3o
© e 0 E 1
0.003{ . 8 ° 9 =P
0 8 o
g ) E33
2 . =P
2] N ©
w ] [} $ 5
> 0.0021 i
5 I8 I =1
=
=K
0.001 =1
Ed10
2]
nor'rnal O 2 3 4 5 6 7 8 9 10
d
I I
FGFR2 Identity
« PPLELC
AKT3 . gi
HDAC9 s Club cells
» Clitated cells
NTRK2
UCK2
BCL2
Expression
PAK3 2
HDAC2 0
SMAD3 2
ZBTB16
PPARGCI1A
TGFBR2
PIK3R1

Supplementary Figure 1. Additional information of epithelial cell subsets in PPLELC. a, different cell type fractions in
NPC, NSCLC and PPLELC. b, Expression and distribution of canonical T cell marker genes among cellsc, CNV signals of
every epithelial subset in PPLELC. d, Heatmap of expression of every epithelial subset in PPLELC.



b
10.0 057,&‘
083
75 r 0.41
c 05
2 0.64
9;; 5.0
é %
< 25
0.0 |
Stage | Stage Il Stage Il Stage IV
LUAD Satge
120 —039
0.081
0.56
) 0.58
s 062
3 8.0 ——
g 40
<
—_—
0.0
Stage | Stage Il Stage Il Stage IV
LUSC Stage
0.98
r 0.7 1
0.54
¢ LUAD Low AKT3 10 Luse Low AKT3 1 o
—Low g — - ! 0.14
1007 — High AKT3 — Highpﬁ_dé'l'736 2 0.009
=0. g -
g s
g
Iy
0
Stage | Stage Il Stage Ill Stage IV
____________ LUAD Stage
u 0.53
o 0.3
......... _I 15 001
...................... 0.27
0 T T T T ] 0 T T T s ' 013
0 50 100 150 200 250 0 50 100 150 @ 10 ' 0.75
Months Months H
LUAD LUsC g° % ==
Low FGER2 100 — Low FGFR2 °
— Lo . : i
— High FGFR2 3 — High F%F‘%Z 0 ; !
p=0.72 p=0.
Stage | Stage Il Stage 11l Stage IV
LUSC Stage
--------------------- d
30 —— Enzastaurin
H H -=- Erdafitinib
................ —t o 28 A
...................... -
0 T T T T 1 % [ l<i\: i '] 1
0 50 100 150 200 250 g 26 —= ¢ 1§ ¢ =
>
Months Months 8
24
T T T 1
0 10 20 30 40

Days after treatment

Supplementary Figure 2. Additional information of PPLELC 6. a, Enriched pathway of DEGs in PPLELC 6 by GSEA. b, Box
plot showed the relationships between AKT3 or FGFR2 and clinical stages of LUAD and LUSC. c, Overall survival of LUAD
(n=478) and LUSC patients(n=484) with high or low expression of AKT3 or FGFR2 with the medium expression as the threshold.
P-values are shown in figures. d, Body weights curves of PDXs(n=6 per group, unit:mg).
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Supplementary Figure 3. Additional information of tumor-infiltrating T cells in PPLELC. a, Violin plots showing the
signature scores of cell stress gene sets for each tumor-infiltrating T cell cluster. b, The developmental trajectory of CD4+

T cells inferred by Monocle2. ¢, The developmental trajectory of CD8+T cells inferred by Monocle2. d, GSEA of significantly
enriched pathways for DEGs of Treg.
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Supplementary Figure 4. Additional information of B cells and macrophages in PPLELC. a, B cell distribution
from tumors and nonmalignant tissues. b, GSEA of significantly enriched pathways for DEGs of GC-B. ¢, GSEA of
significantly enriched pathways for DEGs of plasma. d, Macrophage distribution from tumors and nonmalignant
tissues. e, GSEA of significantly enriched pathways for DEGs of TAM-C1QC. f, GSEA of significantly enriched
pathways for DEGs of TAM-PPARG.
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Supplementary Figure 5. Additional information of cell interactions in PPLELC. a, Circo plots of the weights of
interaction between cell types in the snRNA-seq data. b, the details of the number of interaction btween cell types.
¢, d, Chord plots displaying the pathways enriched in the putative ligand-receptor interactions between malignant
cell clusters and other cell types.
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Supplementary Figure 6. Unprocessed scans of western blots presented in Figure 3g.



