Figure 4 | Multicompartment expression is compatible with a macrophage-linked SPP1 program

A
Epithelial / stromal Macrophage Observed clinical and
compartments compartments tissue associations
GAS6 MERTK Mortality association
AXL - SPP1 = Lower FVC/DLCO
PROS1 CD163 ECM / TGF-beta correlation
TREM2
Dotted arrows denote an expression-based working model, not demonstrated signaling
B Bulk transcriptional context c Donor-level disease comparison
SPP1_macrophage GAS6 -  -0.04 0.06 0.02 0.1
Fibroblast ECM —
MERTK - 0.00 -0.02 0.02 -0.02 I
TGF_beta - L 04
] si- 008 004 007
- 0.2
Epithelial_injury - CcD163 —  -0.01 -0.01 -0.28 -0.04
Alveolar_macrophage = TREM2 — 0.00 -0.00 0.06 -0.00 - 0.0
Cytotoxic_T_NK |
APOE -  0.01 -0.01 0.09 -0.21 - -0.2
T_cell
Monocyte MARCO -  -0.01 -0.01 -0.10 -0.02
T T T T T T T T 1 1 1 1
-0.2 -0.1 0.0 0.1 0.2 0.3 04 0.5 Endothelial Epithelial Immune  Mesenchymal
Spearman rho with BAL axis score
D IPF cell-type localization
KRT5/KRT17+ () ° . o . ) . .
Transitional AT2 - o [ ) ° [ 3 . ° °
AT1 [} [ ° . . [ ) ] .
PLIN2+ Fibroblasts — o . ° . . ) . .
HAS1 High Fibroblasts - . ° ° [ ° [ ) [ ]

Monocytes =

o
* ¢ o o

LS A D 2 < N
& «° o° <& $° N O

Proliferating Macrophages -

Macrophages -

o\’ﬁ%

IPF-control donor mean delta

L))

mean_log1p
0.0

0.5

1.0

1.5

2.0
pct_expressing
0

15

30
45
60

75



