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Tab.1 The correlation between lymph node metastasis and the clinical

characteristics, disease progression and treatment of INMA patients [ M (P,s, P;s), n(%) ]

Lymph node metastasis [ n( % ) ]

Characteristics n(%) - - x>/ H value P value

without with

Age (years) 61(54, 68) 61(53, 68) 61(56, 71) 1.063* 0.303
<65 39(58.2) 27(56.3) 12(63.2) 0.267 0.784
=65 28(41.8) 21(43.8) 7(36.8)

Gender
Female 29(43.3) 20(41.7) 9(47.4) 0.180 0.786
Male 38(56.7) 28(58.3) 10(52.6)

Smoking history
Without 45(67.2) 31(64.6) 14(73.7) 0.511 0.571
With 22(32.8) 17(35.4) 5(26.3)

Tumor size (cm) 2.0(1.5,3.0) 2.0(1.5,2.5) 3.0(2.0, 3.0) 5.625*% 0.018
<3 44(65.7) 34(70.8) 10(52.6) 2.000 0.253
>3 23(34.3) 14(29.2) 9(47.4)

Visceral pleural invasion
Without 54(80.6) 40(83.3) 14(73.7) 0.810 0.494
With 13(19.4) 8(16.7) 5(26.3)

Lymphovascular invasion
Without 56(83.6) 42(87.5) 14(73.7) 1.893 0.270
With 11(16.4) 6(12.5) 5(26.3)

Histopathological pattern
Lepidic 5(7.5) 4(8.3) 1(5.3) 6.172 0.145
Acinar 46(68.7) 34(70.8) 12(63.2)

Papillary 4(6.0) 4(8.3) 0(0.0)
Micropapillary 2(3.0) 0(0.0) 2(10.5)
Solid 10(14.9) 6(12.5) 4(21.1)

Predominant grading system
Well or moderately differentiated 55(82.1) 42(87.5) 13(68.4) 3.370 0.084
Poorly differentiated 12(17.9) 6(12.5) 6(31.6)

IASLC grading system
Well or moderately differentiated 53(79.1) 41(85.4) 12(63.2) 4.080 0.043
Poorly differentiated 14(20.9) 7(14.6) 7(36.8)

Tumor progression
No 49(73.1) 40(83.3) 9(47.4) 8.961 0. 005
Yes 18(26.9) 8(16.7) 10(52.6)

Postoperative adjuvant therapy
Unaccepted 44(65.7) 39(81.3) 5(26.3) 18.221 <0.001
Accepted 23(34.3) 9(18.8) 14(73.7)

Chemotherapy 13(56.5) 6(66.7) 7(50.0) 1.273 0.701
Targeted therapy 8(34.8) 2(22.2) 6(42.9)
Combined therapy 2(8.7) 1(11.1) 1(7.1)

Driver gene mutation
EGFR 42(62.7) 31(64.6) 11(57.9) 0.487 0.918
ALK 7(10.4) 5(10.4) 2(10.5)

Others 18(26.9) 12(25.0) 6(31.6)

TASLC: International Association for the Study of Lung Cancer; “Kruskal-Wallis test statistic.
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E1 INMA REFFEEKAR x 100
Fig.1 Different histopathological growth patterns of INMA x 100
A Lepidic growth pattern; B; Acinar growth pattern; C: Papillary
growth pattern; D: Micropapillary growth pattern; E: Solid growth pat-

tern.
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Fig.2 Driver gene mutation distribution in INMA patients without
lymph node metastasis and with lymph node metastasis

A: Driver gene mutation distribution in INMA patients without
lymph node metastasis; B: Driver gene mutation distribution in INMA pa-
tients with lymph node metastasis; C: Distribution of co-mutations and
single gene mutation in INMA patients without lymph node metastasis; D
Distribution of co-mutations and single gene mutation in INMA patients

with lymph node metastasis.
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Tab.2 The relationship between clinicopathological characteristics, gene characteristics, lymph node

metastasis and PFS in univariate and multivariate Cox regression analyses

Univariate Cox regression analysis

Multivariate Cox regression analysis

Characteristics

HR (95% CI) P value HR (95% CI) P value
Age (years)
<65 vs =65 1.194 (0.463 -3.082) 0.713 1.720 (0.531 -5.570) 0.366
Gender

Female vs Male
Smoking history
Without vs With
Tumor size (cm)
<3 uvs >3
Lymph node metastasis
Without »s With
Visceral pleural invasion
Without vs With
Lymphovascular invasion
Without »s With
Predominant grading system
Well or moderately differentiated vs Poorly differentiated
IASLC grading system
Well or moderately differentiated vs Poorly differentiated
Postoperative adjuvant therapy
Unaccepted vs Accepted
EGFR/ALK mutation
Without vs With

0.638 (0.239 -1.701) 0.369

0.937 (0.352 -2.498) 0.897

0.475 (0.189 —1.198) 0.115

0.254(0.086 —0.747) 0.002

1.247 (0.361 -4.307) 0.727

1.012 (0.293 -3.496) 0.985

0.451 (0.169 —1.204) 0.112

0.509 (0.202 -1.283) 0.152

1.923 (0.745 -4.963) 0.176

0.377(0.102 -1.393) 0.143

1.436 (0.428 -4.812) 0.558

0.280 (0.070 -1.127) 0.073

0.179 (0.046 -0.694) 0.013

3.793 (0.741 -19.428) 0.110

2.096 (0.505 -8.699) 0.308

0.502 (0.179 —1.409) 0.190 - -

0.744 (0.220 -2.513) 0.633

2.099 (0.507 -8.694) 0.306

1.235 (0.432 -3.529) 0.694

In the multivariate analysis, both the predominant grading system and the IASLC grading system were graded based on the histological growth pattern,

therefore only the TASLC grading system variable was used in the multivariate analysis.

P=0.409)
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75 == With LNm-untreated (n=5)
S == Without LNm-treated (7=9)
72}
) 30 == With LNm-treated (n=14)
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ol L L L |
12 24 36 48
Time (months)
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100 == Without LNm-CT (n=6)

75 == With LNm-CT (#=7)
== Without LNm-TT (n=2)
—— With LNm-TT (=6)
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Fig.3 The impact of different treatment on PFS in

INMA patients with different lymph node metastasis
A The impact of different lymph node metastasis status on PFS; B:
The impact of different lymph node metastasis status on PFS in the treated
and untreated INMA patients; C: The impact of different lymph node me-
tastasis status on PFS in different treatment modalities ( chemotherapy or
targeted therapy ) ; PFS; progression free survival; mPFS: median pro-
gression free survival; LNm: lymph node metastasis; NR: not reach;
CT: chemotherapy; TT: targeted therapy; # Mantal-Haenszel test was

used, others Log-rank test was used.
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Clinicopathologic characteristics and prognostic study of lymph
node metastasis of stage 1 A — Il B lung invasive

non-mucinous adenocarcinoma
Ye Yuanzi', Zhang Siyuan®, Xia Wanli’, Yang Ruxue', Xiao Han', Wang Wei*
('Dept of Pathology, >Dept of Respiratory and Critical Care Medicine,
*Dept of Thoracic Surgery, The First Affiliated Hospital of Anhui Medical University, Hefei 230022 ;
*Dept of Pathology, The First Affiliated Hospital of USTC, Division of Life Sciences and Medicine,
University of Science and Technology of China, Hefei 230036)

Abstract Objective To explore the correlation between the clinical, pathological, genetic features, prognosis,
and tumor lymph node metastasis in patients with stage [ A — Il B lung invasive non-mucinous adenocarcinoma
(INMA). Methods A retrospective analysis was conducted on 67 eligible patients with INMA. Clinical data, his-
topathological assessments, and genetic testing were collected. Disease progression-free survival (PFS) was the pri-
mary endpoint through follow-up. The chi-square test or Fishers exact test was used to analyse the correlation be-
tween tumour lymph node metastasis and clinicopathological and genetic characteristics. The Cox proportional haz-
ards regression model and Kaplan - Meier method were used to analyse the impact of tumour lymph node metastasis
on prognosis. Results A total of 67 patients were included, aged 46 —77 years, with a median age of 61 years.
Age, gender, and smoking history were not significantly associated with tumor lymph node metastasis. Larger tumor
diameter, tumor progression, and receiving postoperative adjuvant treatment were associated with tumour lymph
node metastasis (P <0.05). Poorer differentiated tumors according to International Association for the Study of
Lung Cancer (IASLC) grading system was more likely to have lymph node metastasis (P =0.043). There was no
significant difference in the types of driver gene mutations and lymph node metastasis. However, EGFR mutations
were more common in patients without lymph node metastasis, while co-mutations were more common in patients
with lymph node metastasis. Lymph node metastasis was significantly associated with PFS. Patients without lymph
node metastasis had a significantly better PFS compared to those with lymph node metastasis (P =0.002). Under
different treatment conditions, patients without lymph node metastasis exhibited a significant advantage in PFS when
untreated. While treatment showed a trend toward improved PFS, the difference did not reach statistical signifi-
cance. Additionally, no significant differences in PFS were observed between patients with or without lymph node
metastasis following chemotherapy or targeted therapy. Conclusion Lymph node metastasis in INMA patients is re-
lated to tumor size, progression status, and gene co-mutations, and is a key prognostic indicator affecting PFS.
Key words lymph node metastasis; stage [ A — [ B invasive non-mucinous adenocarcinoma; clinicopathological
features; genetic characteristics; prognosis; progression free survival
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