Supplementary

Patients underwent surgical treatment
with pathologic stage I lung
adenocarcinomas from 2017 to
2020(n=1,566)

Excluding criteria:
1. Neoadjuvant therapy
Multiple nodules

A 4

Positive surgical margin
Concurrent other disease progression
Pneumonectomy or bilobectomy

No available tumor slides for analysis

A

Study cohort(n=1,348)

—

STAS- (n=817) STAS+ (n=531)
I
| |

Lobectomy(n==428) Limited resection(n=103)

l Propensity score matching (2:
[ |
Lobectomy(n=206) Limited resection(n=103)

I |

v

Associations between OS, RFS and
different groups

—

)

v

Univariable and Multivariable analysis to assess
associations between Clinicopathologic Factors
and patient outcome

Figure S1 Patient selection scheme and flowchart of the study. STAS, spread through air space; OS, overall survival; RES, recurrence-free

survival.
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Figure S2 Kaplan-Meier survival analysis on wedge resection and segmentectomy in the matched cohort.
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Table S1 Associations between ACT and clinicopathologic characteristics of patients in the STAS-positive cohort

ACT
Variables All (n=75) P
Without (n=30) With (n=45)

Age at surgery (years) 0.149
<65 30 (40.0) 9 (30.0) 21 (46.7)
>65 45 (60.0) 21 (70.0) 24 (53.3)

Sex 0.569
Male 42 (56.0) 18 (60.0) 24 (53.3)
Female 33 (44.0) 12 (40.0) 21 (46.7)

Smoking history 0.503
Never 44 (58.7) 19 (63.3) 25 (55.6)
Ever 31 (41.3) 11 (36.7) 20 (44.4)

ECOG PS 0.819
0-1 67 (89.3) 26 (86.7) 41 (91.1)
>2 8 (10.7) 4(13.3) 4 (8.9

Nodal dissection 0.030*
No dissection 6 (8.0) 2 (6.7) 4 (8.9)
Hilar 16 (21.3) 11 (36.7) 5(11.1)
Mediastinal, systematic or selective 53 (70.7) 17 (56.7) 36 (80.0)

Pleural invasion 0.377
Absent 15 (20.0) 4 (13.3) 11 (24.4)
Present 60 (80.0) 26 (86.7) 34 (75.6)

Vascular invasion 0.225
Absent 57 (76.0) 25 (83.3) 32 (71.1)
Present 18 (24.0) 5(16.7) 13 (28.9)

Architectural histological grade 0.594
Intermediate grade 55 (73.3) 23 (76.7) 32 (71.1)
High grade 20 (26.7) 7 (23.3) 13 (28.9)

CEA (ng/mL) 0.041*
<5 57 (76.0) 27 (90.0) 30 (66.7)
>5 18 (24.0) 3(10.0) 15 (33.3)

Nodule type on CT 0.618
Part solid 13 (17.3) 6 (20.0) 7 (15.6)
Solid 62 (82.7) 24 (80.0) 38 (84.4)

Surgical procedure 0.003*
Limited resection 25 (33.3) 16 (53.3) 9 (20.0)
Lobectomy 50 (66.7) 14 (46.7) 36 (80.0)

*, significant P values. ACT, adjuvant chemotherapy; STAS, spread through air spaces; ECOG PS, Eastern Cooperative Oncology Group
Performance Status; CEA, carcinoembryonic antigen; CT, computed tomography.
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