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Simple Summary: With the increase of the use of sublobar resection, the optimal strategy for early-
stage NSCLC patients is essential. Previous studies showed tumors in different lobes are associated
with different prognoses after radiotherapy and immunotherapy, inspiring us that each lobes had
a different prognosis. Thus, we investigated the best surgical procedure for sublobar resection in
patients with NSCLC < 2 cm based on a lobe-specific analysis using propensity score matching. The
results of this study will make it easier for surgeons to screen out patients with NSCLC < 2 cm for
segmentectomy or wedge resection, although this must be validated in larger cohorts.

Abstract: (1) Background: Sublobar resection can be used as an alternative surgical strategy for
early-stage non-small-cell lung cancer (NSCLC) patients. However, the choice between wedge
resection and segmentectomy remains contentious. In this study, we investigated the optimal surgical
procedure for sublobar resection in patients with NSCLC < 2 cm with a lobe-specific analysis;
(2) Methods: Data for patients with TINOMO with a diameter of <2 cm who had undergone sublobar
resection were retrieved. Propensity score matching (PSM) was used to reduce the inherent bias,
and the Kaplan-Meier method and log-rank tests were used to assess the differences in survival;
(3) Results: A total of 1882 patients were identified after the PSM. Patients with NSCLC < 2 cm
who had undergone segmentectomy showed better survival than those who had undergone wedge
resection. However, when NSCLC was <1 cm, there was no significant difference in OS between
the two groups. This demonstrated an OS advantage of segmentectomy over wedge resection for
patients with NSCLC tumors of 1-2 cm (p = 0.024). Further analysis indicated that this survival
benefit was only observed in patients with right upper NSCLC of 1-2 cm, but not with NSCLC in
the other four lobes; (4) Conclusions: Segmentectomy showed a greater survival benefit than wedge
resection only in patients with NSCLC of 1-2 ¢m, particularly those with primary tumors in the right
upper lobe. Therefore, we propose a lobe-specific sublobar resection strategy for early-stage NSCLC
patients (tumors of 1-2 cm) who cannot tolerate lobectomy.

Keywords: lobe-specific; sublobar resection; segmentectomy; wedge resection; early-stage NSCLC

1. Introduction

Surgery is widely accepted as the first choice for the cure of patients with early-
stage non-small-cell lung cancer (NSCLC) [1]. Lobectomy has been the standard surgical
treatment for patients with stage I NSCLC because a landmark randomized controlled trial
by the Lung Cancer Study Group provided high-quality evidence for lobectomy at the
end of the last century [2]. Compared with lobectomy, the main advantages of sublobar
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resection are the reduction of perioperative morbidity and the preservation of postoperative
pulmonary function [3,4]. Recent retrospective studies have demonstrated that survival is
similar after both sublobar resection and lobectomy [5-8]. Meanwhile, with the increased
detection of small tumors and the association between the appearance of ground-glass
opacity and a good histological type, the use of sublobar resection has increased [9].

Segmentectomy and wedge resection are two types of sublobar resection; the biggest
difference between these two methods is that segmentectomy requires the oncology stan-
dard of lobectomy, such as the anatomy of the separation of pulmonary segment veins,
arteries, and bronchi, and the better removal of lung parenchymal tissue. However, the
choice between wedge resection and segmentectomy as the superior sublobar resection
method in NSCLC patients with tumors < 2 cm remains contentious due to the contra-
dictory results [10-13]. Therefore, selecting the optimal extent of resection in terms of
the potential long-term outcome and the risk of perioperative complications and death is
difficult for surgeons, indicating that the optimal sublobar resection strategy for early-stage
NSCLC patients is essential.

Previous studies have indicated that lower lobectomy is associated with significantly
poorer overall survival (OS) than upper lobectomy [14-18]. However, none of those studies
considered the effects of the lobular site of the tumor on the prognosis when recommending
the optimal surgical procedure for sublobar resection. Therefore, we investigated the best
surgical procedure for sublobar resection in patients with NSCLC < 2 ¢cm based on a
lobe-specific analysis using propensity score matching.

2. Materials and Methods
2.1. Patient Selection

Patients with NSCLC diagnosed between 1975 and 2016 were extracted from the
“Incidence-SEER 18 Regs Custom Data (with additional treatment fields), November 2018
Sub [1975-2016 varying]” (SEER stat 8.2.9.2), according to the “Site Recode ICD-0-3/WHO
2008” and “ICD-0-3 His/Behav, malignant”. Patients were included in our study if they
met the following inclusion criteria: (1) pathologically confirmed primary TINOMO NSCLC
of stage IA (<2 cm in size); (2) a history of segmentectomy or wedge resection. We excluded
any patients who reported undergoing perioperative radiation therapy or chemotherapy or
in whom the location of the primary tumor was unclear. Similarly, patients for whom the
pathology results were only confirmed at autopsy or death and those with other primary
cancers in their lifetimes were also excluded.

The demographic data of the patients, the characteristics of tumors, survival, vital
status, and the surgery they underwent were collected from the SEER database. In this
study, the histological subtypes were classified as lung squamous cell carcinoma (LUSC),
lung adenocarcinoma (LUAD), and other carcinoma (OC).

2.2. Statistical Analysis

We divided all the patients into two groups according to the surgical procedure. We
used propensity score matching (PSM) to reduce the inherent bias of retrospective studies.
The distributions of variables were analyzed with an x? test, or with Fisher’s exact test for
categorical variables and a t test for continuous variables, using SPSS version 26.0 (IBM
Corporation, Armonk, NY, USA). Univariate and multivariate analyses were performed
with a Cox regression analysis using SPSS (IBM Corporation, Armonk, NY, USA), version
26.0, and variables were excluded sequentially if the & error was >0.05. The Kaplan-Meier
method was used to determine OS after segmentectomy or wedge resection in patients
with NSCLC < 2 cm. A log-rank test was used to compare the survival curves. All tests
were two-sided, and a p value of <0.05 was considered significant.
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3. Results
3.1. Patient Characteristics
Before PSM, a total of 5464 patients with TINOMO NSCLC (tumor size < 2 cm) were

enrolled in the study. A complete flow chart of the selection process is shown in Figure 1.
All the characteristics are summarized in Table 1.

NSCLC Patients With TINOMO Size < 2 cm Who Did Not Receive
Radiotherapy Or Chemotherapy (N=18,059)

— Survival Months Unknown (N=30)

The Location Of Primary Tumor s Not Exactly
In RUL, RML,RLL,LUL and LLL. (N=297)

Exclude the Patients Who Did Not Receive
Segmentectomy Or Wedge Resection (N=12,268)

3

[ Study Population (N=5,464) ]

Segmentectomy
(N=1,048)

Wedge Resection
(N=4,416)

Segmentectomy Wedge Resection
(N=941) ) L (N=941)

Figure 1. Selection of eligible patients.

Table 1. Baseline characteristics of NSCLC patients with size < 2 cm.

Characteristics Before PSM After PSM
Estimate Segmentectomy R:\sligézn p Value Estimate Segmentectomy R:Zigtgiin p Value
5464 (100%) 1048 (19.18%) 4416 (80.92%) 1882 (100.00%) 941 (50.00%) 941 (50.00%)
Age 0.871 0.356
<70 2923 (53.50%) 563 (10.30%) 2360 (43.19%) 986 (52.39%) 503 (26.73%) 483 (25.66%)
>70 2541 (46.5%) 485 (8.88%) 2056 (37.63%) 896 (47.61%) 438 (23.27%) 458 (24.34%)
Sex 0.240 0.337
Male 2115 (38.71%) 389 (7.12%) 1726 (31.59%) 676 (35.92%) 328 (17.43%) 348 (18.49%)
Female 3349 (61.29%) 659 (12.06%) 2690 (49.23%) 1206 (64.08%) 613 (32.57%) 593 (31.51%)
Race 0.869 1.000
White 4780 (87.48%) 920 (16.84%) 3860 (70.64%) 1734 (92.14%) 867 (46.07%) 867 (46.07%)
Black 411 (7.52%) 79 (1.45%) 332 (6.08%) 88 (4.68%) 44 (2.34%) 44 (2.34%)
Other 273 (5.00%) 49 (0.90%) 224 (4.10%) 60 (3.19%) 30 (1.59%) 30 (1.59%)
Histologic Type 0.163 0.320
LUSC 1045 (19.13%) 183 (3.35%) 862 (15.78%) 332 (17.64%) 156 (8.29%) 176 (9.35%)
LUAD 3118 (57.06%) 624 (11.42%) 2494 (45.64%) 1178 (62.59%) 589 (31.30%) 589 (31.30%)
oC 1301 (23.81%) 241 (4.41%) 1060 (19.40%) 372 (19.77%) 196 (10.41%) 176 (9.35%)
Location <0.001 0.865
Right Upper Lobe 1683 (30.80%) 251 (4.59%) 1432 (26.21%) 495 (26.30%) 239 (12.70%) 256 (13.60%)
Right Middle Lobe 303 (51.55%) 26 (0.48%) 277 (5.07%) 45 (2.39%) 21 (1.12%) 24 (1.28%)
Right Lower Lobe 974 (17.83%) 209 (3.83%) 765 (14.00%) 372 (19.77%) 186 (9.88%) 186 (9.88%)
Left Upper Lobe 1544 (28.26%) 351 (6.42%) 1193 (21.83%) 619 (32.89%) 318 (16.90%) 301 (15.99%)
Left Lower Lobe 960 (17.57%) 211 (3.86%) 749 (13.71%) 351 (18.65%) 177 (9.40%) 174 (9.25%)
Tumor Size <0.001 1.000
<lcm 1730 (31.66%) 256 (4.69%) 1474 (26.98%) 440 (23.38%) 220 (11.69%) 220 (11.69%)
>1 cm to 2 cm 3734 (68.34%) 792 (14.49%) 2942 (53.84%) 1442 (76.62%) 721 (38.31%) 721 (38.31%)
No. of Resected
Lymph Nodes <0.001 0.845
0 2338 (42.79%) 208 (3.81%) 2130 (38.98%) 385 (20.46%) 196 (10.41%) 189 (10.04%)
>1to3 1343 (24.58%) 269 (4.92%) 1074 (19.66%) 501 (26.62%) 250 (13.28%) 251 (13.34%)
>4 1574 (28.81%) 523 (9.57%) 1051 (19.23%) 925 (49.15%) 463 (24.60%) 462 (24.55%)
Other 209 (3.83%) 48 (0.88%) 161 (2.95%) 71 (3.77%) 32 (1.70%) 39 (2.07%)

As shown in Table 1, there were no differences in age, sex, race, or histological type
between the segmentectomy and wedge resection groups (p = 0.871, 0.240, 0.869, and
0.163, respectively), whereas statistically significant differences existed in tumor location,
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Survival probatty (%)

Survival probabity (%)

Seg vs Wod: HR,0.785,95%C10.650-0.946

o P=0.011
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Sunvival Mooths
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tumor size, and the number of resected LNs (p < 0.001). Among the originally enrolled
patients, 1048 (19.18%) and 4416 (80.92%) underwent segmentectomy and wedge resection,
respectively, and 57.21% of the enrolled patients had undergone LN dissection. Wedge
resection seemed to be more commonly performed in patients with a tumor size < 2 cm, but
as the tumor grew larger, segmentectomy was more frequently performed. For patients with
a tumor size < 2 cm, LUAD (the majority histological type) accounted for 57% of tumors,
whereas LUSC and OC accounted for 19.13% and 23.81%, respectively. Interestingly, in this
study, more tumors were located in the upper lobes than in the lower or middle lobes: right
upper lobe (RUL) 1683, right middle lobe (RML) 303, right lower lobe (RLL) 974, left upper
lobe (LUL) 1544, and left lower lobe (LLL) 960.

To reduce the inherent bias, we considered age, sex, race, histological type, tumor
location, tumor size, and the number of resected LNs as matched confounding factors to
perform PSM. After PSM, a total of 1882 patients were enrolled in the study, including
941 patients in the segmentectomy group and 941 patients in the wedge resection group.
As summarized in Table 1, after PSM, no significant differences were detected in the
characteristics of these two groups.

3.2. Surgical Outcome Analysis

Among all the patients before PSM, a log-rank test revealed that patients who un-
derwent segmentectomy had a significantly better OS than those who underwent wedge
resection (HR, 0.774; 95% ClI, 0.670-0.893; 5-year OS: segmentectomy 69.9%, wedge re-
section 62.9%; p < 0.001; Figure S1A). After PSM, OS was still significantly better in the
segmentectomy group than in the wedge resection group (HR, 0.785; 95% C1, 0.650-0.946;
5-year OS: segmentectomy 70.3%, wedge resection 64.4%; p = 0.011; Figure 2A). However,
after we divided patients according to the location of the primary tumor, segmentectomy
was not associated with significantly better OS than wedge resection (RUL, p = 0.097; RML,
p =0.84; RLL, p = 0.065; LUL, p = 0.36; LLL, p = 0.41; Figure 2B-F).
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Figure 2. Kaplan-Meier survival curves after segmentectomy or wedge resection in NSCLC patients
with tumors < 2 cm after PSM (A). Survival curves for the RUL (B), RML (C), RLL (D), LUL (E), and
LLL (F) after PSM.
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3.3. Subgroup Analysis According to Tumor Size

We investigated the survival analysis according to the tumor size subclassification
(T<lcmorT=1-2cm in size). In the T <1 cm group, before PSM was performed,
segmentectomy showed a significant advantage for OS compared with wedge resection
(HR, 0.731; 95% CI, 0.543-0.984; 5-year OS: segmentectomy 73.4%, wedge resection 63.7%;
p = 0.038; Figure S1B). However, after PSM, OS after segmentectomy was similar to that
after wedge resection (HR, 0.795; 95% CI, 0.535-1.183; 5-year OS: segmentectomy 72.4%,
wedge resection 64.9%; p = 0.26; Figure 3A). When T < 1 cm group was divided into five
lobar subgroups, OS after segmentectomy and wedge resection was similar in the five
lobar subgroups (RUL, p = 0.78; RML, p = 0.41; RLL, p = 0.14; LUL, p = 0.2; LLL, p = 0.97;
Figure 3B-F).
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Figure 3. Kaplan—-Meier survival curves after segmentectomy or wedge resection in NSCLC patients
with tumors < 1 cm after PSM (A). Survival curves for the RUL (B), RML (C), RLL (D), LUL (E), and
LLL (F) after PSM.

The results for the T = 1-2 cm group were similar before (HR, 0.780; 95% CI,
0.661-0.920; 5-year OS: segmentectomy 68.8%, wedge resection 62.5%, p < 0.001,
Figure S1C) and after (HR, 0.782: 95% Cl, 0.632-0.969; 5-year OS: segmentectomy 69.6%,
wedge resection 64.3%, p = 0.024; Figure 4A) PSM, in that segmentectomy produced better
OS than wedge resection.

Analysis of the lobar subgroups showed that for tumors occurring in most lobes,
there was no difference in OS after segmentectomy or wedge resection (RML, p = 0.9; RLL,
p =0.18; LUL, p = 0.79; LLL, p = 0.33; Figure 4C-F). However, patients with tumors in
RUL showed better OS after segmentectomy than after wedge resection (HR, 0.648; 95% Cl,
0.433-0.971; 5-year OS: segmentectomy 73.4%, wedge resection 59.0%, p = 0.034; Figure 4B).
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Figure 4. Kaplan-Meier survival curves after segmentectomy or wedge resection in NSCLC patients
with tumors of 1-2 cm after PSM (A). Survival curves for the RUL (B), RML (C), RLL (D), LUL (E),
and LLL (F) after PSM.

3.4. Subgroup Analysis According to Age after PSM

Based on the median age (70 years), we divided the patients into younger and older
groups: <70 years and >70 years, respectively. As shown in Figure S2, there was no
significant difference in OS after segmentectomy or wedge resection in the younger group
(p = 0.27; Figure S2A). However, in the older group, a significantly greater survival benefit
after segmentectomy than after wedge resection was detected with a log-rank test (HR,
0.761; 95% Cl, 0.595-0.974; 5-year OS: segmentectomy 63.1%, wedge resection 56.2%;
p = 0.029; Figure S2B).

3.5. Subgroup Analysis According to Histological Type after PSM

LUSC and LUAD accounted for 80% of the tumors in our analysis, so patients were
divided according to LUSC, LUAD, and OC for a further survival analysis. In patients
with LUSC or LUAD, there was no statistical difference in OS after either type of resection
(p = 0.68, p = 0.15, respectively; Figure S3A,B). Interestingly, segmentectomy showed a
significant survival benefit in the OC group (HR, 0.389; 95% ClI, 0.232-0.655; 5-year OS:
segmentectomy 86.1%, wedge resection 57.5%, p < 0.001; Figure S3C).

3.6. Subgroup Analysis According to Sex after PSM

Survival was also investigated according to sex, as shown in Figure S4A,B. Males
showed better OS after segmentectomy than after wedge resection (HR, 0.692; 95% C1,
0.526-0.911; 5-year OS: segmentectomy 63.3%, wedge resection 51.5%, p = 0.008), whereas
this benefit was not observed in the female group (p = 0.38).

3.7. Cox Regression Analysis

A Cox regression analysis was performed to identify any potentially confounding
factors related to OS. The hazard ratios, p values, and details of the 95% confidence intervals
are summarized in Table S1. The univariate analysis indicated that older age, male sex,
LUSC, no LN dissection, and wedge resection were associated with worse OS, whereas
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race and tumor location and tumor size were not associated with worse OS (Figure 5A).
Similarly, the multivariate Cox regression analysis showed that greater age, male sex, LUSC,
no LN dissection, and wedge resection were associated with poor OS (Figure 5B).

A Univariate COX Regression Analysis HR (95% CI) P value
Age :
> 70y vs < 70y 1.658 (1.371, 2.005) <0.001
Sex
Female vs Male 0.560 (0.464, 0.675) <0.001
Race
Black vs White 1.211 (0.815, 1.801) 0.344
Other vs White 0.658 (0.327, 1.324) 0.24
Histology
LUAD vs LUSC 0.546 (0.441, 0.677) <0.001
0OC vs LUSC F:= 0.476 (0.352, 0.644) <0.001
Location
RML vs RUL 1.064 (0.589, 1.924) 0.837
RLL vs RUL 0.787 (0.594, 1.042) 0.094
LUL vs RUL 0.980 (0.774, 1.241) 0.869
LLL vs RUL 0.764 (0.572, 1.022) 0.07
Size .
>1to2emvs<1em = S AR | 1.051 (0.841, 1.315) 0.661
No. of Resected Lymph Nodes
1-3 vs Non Eesnofliossss §- 0.735 (0.574,0.941) 0.015
=4 vs Non By | = 0.602 (0.478, 0.759) <0.001
Other vs Non ===+ @ o I 0.573 (0.335,0.979) 0.042
Surgery Type =
Weg vs Seg. " . : . """”. """" I . . . 1.274 (1.056, 1.538) 0.012

04 06 08 10 12 14 16 18 2.0
Hazard Ratio(95%CI)

B Multivariate COX ion Analysi HR (95% CI) P value
Age 8
> 70y vs < 70y g [ibiiints i 1.579 ( 1.303, 1.914) <0.001
Sex o
Female vs Male 0.579 ( 0.477, 0.695) <0.001
Histology
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Figure 5. Univariate (A) and multivariate (B) Cox regression analyses of factors affecting overall survival.

4. Discussion

In this study, 5464 patients, including 1048 (19.18%) who underwent segmentectomy
and 4416 (80.92%) who underwent wedge resection were enrolled. Before PSM, OS was
significantly better after segmentectomy than after wedge resection among all the patients.
However, a subgroup analysis according to tumor size after PSM showed that this survival
benefit was only conferred on patients with NSCLC tumors of 1-2 cm, and not in those
with tumors < 1 cm. Interestingly, Dai et al. published a study that indicated that in
patients for whom lobectomy was unsuitable, segmentectomy should be recommended for
NSCLC with tumors of 1-2 cm, whereas the choice between segmentectomy and wedge
resection for NSCLC < 1 cm should be based on the surgical skills available and the patient
profile [19]. A meta-analysis also supported part of our results, in that wedge resection was
not inferior to segmentectomy in patients with NSCLC < 1 cm [20]. However, that analysis
also suggested that segmentectomy can achieve better OS than wedge resection for stage
IA NSCLC tumors < 2 cm, which differs from our result after PSM. This discrepancy may
be attributable to the fact that in our study, any bias caused by age, sex, race, histological
type, tumor location, tumor size, or the number of resected LNs was reduced with PSM.
As shown in Figure 2A, 5-year OS for TINOMO patients with tumor < 2 cm was around
70% after receiving segmentectomy or wedge resection, which was much shorter than
previous reports. According to previous study [21], for patients with pure ground nodule
or part-solid nodules, the 5-year OS was better than that of patients with pure solid nodules
(nearly 100% vs. 80%). Furthermore, the study by Aritoshi et al. [22] showed that 5-year
OS for patients with tumor < 1 cm, < 2 cm, and < 3 cm was 87.9%, 85.9%, and 73.7,
respectively. It was obvious that the larger the solid tumor was, the shorter 5-year OS was.
Thus, small nodules including pure solid tumors, part-solid tumor, and pure ground glass
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nodules were all enrolled in this study due to the discrepancy of related information in
SEER database, which would lead to the difference between our study and previous studies.
Our univariate analysis indicated that older age, male sex, LUSC, no LN dissection, and
wedge resection were associated with worse OS, and a multivariate analysis also showed
that older age, male sex, LUSC, no LN dissection, and wedge resection were associated with
poor OS. These results are completely consistent with a previous study by Bo et al., who
examined the prognostic significance of the histological type of NSCLC tumors < 2 cm [23].

To the best of our knowledge, this study is the first to discuss the difference between
segmentectomy and wedge resection for NSCLC in different lung lobes. Although several
studies have shown that NSCLC patients with primary tumors located in different lobes have
different prognoses after the same treatment, including surgery and radiotherapy [14-18], none
of those studies analyzed the prognosis according to the different individual lobes. Another
study, in which 19,702 patients with stage | NSCLC were enrolled from the California Cancer
Registry (CCR) database, demonstrated survival differences among patients with tumors in
five lobar locations after surgical resection [15]. However, a subgroup analysis revealed that
the “upper” group (RUL and LUL) showed better OS than the “non-upper” group (RML,
RLL, and LLL) (p < 0.005). Similarly, a study by Kazuhiro et al., in which 422 cases treated
at Yamaguchi University Hospital between January 2007 and October 2015 were reviewed
retrospectively, demonstrated that lower lobectomy was associated with significantly
worse recurrence-free survival and OS than upper lobectomy (including middle lobectomy;
p < 0.05) [14]. In the present study, a lobe-specific analysis was conducted to determine the
precise sublobar surgical procedure for patients with NSCLC < 2 cm. In the lobe-specific
analysis of the T < 1 cm group, the survival benefit of wedge resection was not inferior
to that of segmentectomy, consistent with the lobe-nonspecific analysis. In contrast, in
the subgroup analysis of the T = 1-2 cm group, segmentectomy only produced better OS
than wedge resection when the primary tumor was located in RUL, indicating that surgical
management may be based not only on the tumor size but also on its location. However,
the mechanism underlying the correlation between the tumor location and the prognosis is
still unknown, and requires further research.

There were several limitations to our study. Firstly, as a retrospective study, there
was still inevitable bias, even though PSM was performed. Secondly, the number of
NSCLC patients undergoing sublobar resection was not very large, especially those with
NSCLC located in RML. It was demonstrated that only 45 patients with tumor in RML were
enrolled in our study, of which there were 9 patients with tumor < 1 cm and 36 patients with
tumor >1 to 2 cm. Thus, results in RML needed to be validated in a larger sample size cohort
due to deficiency in sample size. Thirdly, although the time span narrowed down compared
to original dataset (1975-2016) after we chose a tag named CS tumor size (2004-2015) to
screen out the patients whose primary tumor was <2 cm, the progression of minimally
surgical techniques may influence the preference of surgical approach as well. However,
the study by Yang et al. revealed that minimally invasive approaches to lobectomy result
in similar long-term survival as thoracotomy [24]. Last but not least, the SEER database
provided no information on the radiological features of the tumors (such as the solid ratios
for tumors or the molecular phenotypes), pulmonary function, and specific lung segment
(single segment or combined segments). These factors may also influence the choice of
surgical procedure. For example, segmentectomy and wedge resection was an alternative
choice when lobectomy was not appropriate due to poor pulmonary function. Although,
compared to lobectomy, sublobar resection could preserve the pulmonary function as much
as possible, pulmonary function loss after segmentectomy was still greater than after wedge
resection [25], which would influence the final result.

5. Conclusions

In conclusion, in NSCLC tumors <2 cm, segmentectomy showed a survival benefit
relative to wedge resection only for NSCLC tumors of 1-2 cm, and particularly for primary
tumors in RUL. Therefore, for patients with early-stage NSCLC (1-2 cm) who cannot
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tolerate lobectomy, we propose a lobe-specific sublobar resection strategy, although this
recommendation must be validated in larger cohorts.
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OC. LUSC, Lung squamous cell carcinoma; LUAD, Lung adenocarcinoma; OC, Other carcinoma;
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of Cox Regression Analyses.

Author Contributions: Conceptualization, X.L. (Xi Lei); methodology, X.L. (Xi Lei) and N.Z.; soft-
ware, H.Z.; validation, T.L.; formal analysis, ER.; investigation, B.Z.; resources, X.L. (Xiongfei Li);
data curation, L.Z.; writing—original draft preparation, Z.S.; writing—review and editing, S.X,;
visualization, X.L. (Xi Lei) and Z.S.; supervision, S.X.; project administration, X.L. (Xi Lei); funding
acquisition, S.X. All authors have read and agreed to the published version of the manuscript.

Funding: This study was funded by the National Natural Science Foundation of China (82172776),
the Tianjin Science and Technology Plan Project (19ZXDBSY00060), and the Tianjin Key Medical
Discipline (Specialty) Construction Project.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Since the clinical data in this study were collected from a publicly
available database, there were no local or state ethical issues. In addition, because this retrospective
study was based on public data from the SEER database, informed consent was not required.

Data Availability Statement: SEER stat can be downloaded from the Surveillance, Epidemiology,
and End Results Program ( https://seer.cancer.gov/data-software/ (accessed on 15 January 2022).

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Cao, C.; D’Amico, T.; Demmy, T.; Dunning, J.; Gossot, D.; Hansen, H.; He, J.; Jheon, S.; Petersen, R.H.; Sihoe, A ; et al. Surgery
versus SABR for resectable non-small-cell lung cancer. Lancet Oncol. 2015, 16, e370-e371. [CrossRef]

2. Ginsberg, R.].; Rubinstein, L.V. Randomized trial of lobectomy versus limited resection for T1 NO non-small cell lung cancer.
Lung Cancer Study Group. Ann. Thorac. Surg. 1995, 60, 615-622. [CrossRef]

3.  Stokes, W.A.; Bronsert, M.R.; Meguid, R.; Blum, M.G,; Jones, B.; Koshy, M.; Sher, D.J.; Louie, A.V.; Palma, D.A.; Senan, S.; et al.
Post-Treatment Mortality After Surgery and Stereotactic Body Radiotherapy for Early-Stage Non-Small-Cell Lung Cancer. J. Clin.
Oncol. 2018, 36, 642-651. [CrossRef] [PubMed]

4. Keenan, R].; Landreneau, R.].; Maley, R.H.; Singh, D.; Macherey, R.; Bartley, S.; Santucci, T. Segmental resection spares pulmonary
function in patients with stage I lung cancer. Ann. Thorac. Surg. 2004, 78, 228-233. [CrossRef]

5. Kates, M.; Swanson, S.; Wisnivesky, ].P. Survival following lobectomy and limited resection for the treatment of stage I non-small
cell lung cancer < 1 cm in size: A review of SEER data. Chest 2011, 139, 491-496. [CrossRef]

6.  Whitson, B.A.; Groth, S.S.; Andrade, R.S.; Mitiek, M.O.; Maddaus, M.A.; D’Cunha, ]J. Invasive adenocarcinoma with bronchoalve-
olar features: A population-based evaluation of the extent of resection in bronchoalveolar cell carcinoma. J. Thorac. Cardiovasc.
Surg. 2012, 143, 591-600. [CrossRef]

7. Yendamuri, S.; Sharma, R.; Demmy, M.; Groman, A.; Hennon, M.; Dexter, E.; Nwogu, C.; Miller, A.; Demmy, T. Temporal trends in
outcomes following sublobar and lobar resections for small (<2 cm) non-small cell lung cancers—A Surveillance Epidemiology
End Results database analysis. J. Surg. Res. 2013, 183, 27-32. [CrossRef]

8. Saji, H.; Okada, M.; Tsuboi, M.; Nakajima, R.; Suzuki, K.; Aokage, K.; Aoki, T.; Okami, J.; Yoshino, L; Ito, H.; et al. Segmentectomy
versus lobectomy in small-sized peripheral non-small-cell lung cancer (JCOG0802/WJOG4607L): A multicentre, open-label,
phase 3, randomised, controlled, non-inferiority trial. Lancet 2022, 399, 1607-1617. [CrossRef]

9.  Sakurai, H.; Asamura, H. Sublobar resection for early-stage lung cancer. Transl. Lung Cancer Res. 2014, 3, 164-172.

10. Tsutani, Y.; Handa, Y.; Shimada, Y.; Ito, H.; Ikeda, N.; Nakayama, H.; Yoshimura, K.; Okada, M. Comparison of cancer control

between segmentectomy and wedge resection in patients with clinical stage IA non-small cell lung cancer. J. Thorac. Cardiovasc.
Surg. 2021, 162, 1244-1252. [CrossRef]


https://www.mdpi.com/article/10.3390/cancers14133265/s1
https://www.mdpi.com/article/10.3390/cancers14133265/s1
https://seer.cancer.gov/data-software/
http://doi.org/10.1016/S1470-2045(15)00036-4
http://doi.org/10.1016/0003-4975(95)00537-U
http://doi.org/10.1200/JCO.2017.75.6536
http://www.ncbi.nlm.nih.gov/pubmed/29346041
http://doi.org/10.1016/j.athoracsur.2004.01.024
http://doi.org/10.1378/chest.09-2547
http://doi.org/10.1016/j.jtcvs.2011.10.088
http://doi.org/10.1016/j.jss.2012.11.052
http://doi.org/10.1016/S0140-6736(21)02333-3
http://doi.org/10.1016/j.jtcvs.2020.10.024

Cancers 2022, 14, 3265 10 of 10

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Wang, P; Wang, S.; Liu, Z,; Sui, X.; Wang, X,; Li, X.; Qiu, M.; Yang, F. Segmentectomy and Wedge Resection for Elderly Patients
with Stage I Non-Small Cell Lung Cancer: A Systematic Review and Meta-Analysis. J. Clin. Med. 2022, 11, 294. [CrossRef]
Altorki, N.K.; Kamel, M.K; Narula, N.; Ghaly, G.; Nasar, A.; Rahouma, M.; Lee, P.C.; Port, J.L.; Stiles, BM. Anatomical
Segmentectomy and Wedge Resections Are Associated with Comparable Outcomes for Patients with Small cTINO Non-Small
Cell Lung Cancer. J. Thorac. Oncol. 2016, 11, 1984-1992. [CrossRef] [PubMed]

Mimae, T.; Saji, H.; Nakamura, H.; Okumura, N.; Tsuchida, M.; Sonobe, M.; Miyazaki, T.; Aokage, K.; Nakao, M
Haruki, T.; et al. Survival of Octogenarians with Early-Stage Non-small Cell Lung Cancer is Comparable Between Wedge
Resection and Lobectomy/Segmentectomy: JACS1303. Ann. Surg. Oncol. 2021, 28, 7219-7227. [CrossRef] [PubMed]

Ueda, K.; Murakami, J.; Tanaka, T.; Nakamura, T.; Yoshimine, S.; Hamano, K. Postoperative Complications and Cancer Recurrence:
Impact on Poor Prognosis of Lower Lobe Cancer. Ann. Thorac. Surg. 2020, 109, 1750-1756. [CrossRef] [PubMed]

Ou, SH.I; Zell, ].A.; Ziogas, A.; Anton-Culver, H. Prognostic factors for survival of stage I nonsmall cell lung cancer patients:
A population-based analysis of 19,702 stage I patients in the California Cancer Registry from 1989 to 2003. Cancer 2007,
110, 1532-1541. [CrossRef] [PubMed]

Strand, T.E. Survival after resection for primary lung cancer: A population based study of 3211 resected patients. Thorax 2006,
61,710-715. [CrossRef]

Ichinose, Y.; Kato, H.; Koike, T.; Tsuchiya, R.; Fujisawa, T.; Shimizu, N.; Watanabe, Y.; Mitsudomi, T.; Yoshimura, M.; Tsuboi, M.
Completely resected stage IIIA non-small cell lung cancer: The significance of primary tumor location and N2 station. J. Thorac.
Cardiovasc. Surg. 2001, 122, 803-808. [CrossRef]

Shaverdian, N.; Veruttipong, D.; Wang, J.; Kupelian, P; Steinberg, M.; Lee, P. Location Matters: Stage I Non-Small-cell Carcinomas
of the Lower Lobes Treated with Stereotactic Body Radiation Therapy Are Associated with Poor Outcomes. Clin Lung Cancer
2017, 18, e137-e142. [CrossRef]

Dai, C; Shen, J.; Ren, Y.; Zhong, S.; Zheng, H.; He, J.; Xie, D.; Fei, K,; Liang, W.; Jiang, G.; et al. Choice of Surgical Procedure for
Patients with Non-Small-Cell Lung Cancer < 1 cm or > 1 to 2 cm Among Lobectomy, Segmentectomy, and Wedge Resection: A
Population-Based Study. . Clin. Oncol. 2016, 34, 3175-3182. [CrossRef]

Xue, W.; Duan, G.; Zhang, X.; Zhang, H.; Zhao, Q.; Xin, Z. Meta-analysis of segmentectomy versus wedge resection in stage IA
non-small-cell lung cancer. Onco Targets Ther. 2018, 11, 3369-3375. [CrossRef]

Ye, T.; Deng, L.; Wang, S.; Xiang, J.; Zhang, Y.; Hu, H.; Sun, Y,; Li, Y; Shen, L.; Xie, L.; et al. Lung Adenocarcinomas Manifesting as
Radiological Part-Solid Nodules Define a Special Clinical Subtype. J. Thorac. Oncol. 2019, 14, 617-627. [CrossRef] [PubMed]
Hattori, A.; Suzuki, K.; Takamochi, K.; Wakabayashi, M.; Aokage, K.; Saji, H.; Watanabe, S.-I.; Tsutani, Y.; Yoshioka, H.;
Satoshi, S.; et al. Prognostic impact of a ground-glass opacity component in clinical stage IA non-small cell lung cancer. J. Thorac.
Cardiovasc. Surg. 2021, 161, 1469-1480. [CrossRef] [PubMed]

Hao, B.; Fan, T,; Xiong, J.; Zhang, L.; Lu, Z,; Liu, B.; Meng, H.; He, R.; Li, N.; Geng, Q. The Prognostic Significance of the
Histological Types in Patients with Nonsmall Cell Lung Cancer < 2 cm. Front. Surg. 2021, 8, 721567. [CrossRef] [PubMed]
Yang, H.X.; Woo, K.M.; Sima, C.S.; Bains, M.S.; Adusumilli, P.S.; Huang, J.; Finley, D.J.; Rizk, N.P; Rusch, VW.,; Jones, D.R; et al.
Long-term Survival Based on the Surgical Approach to Lobectomy for Clinical Stage I Nonsmall Cell Lung Cancer: Comparison
of Robotic, Video-assisted Thoracic Surgery, and Thoracotomy Lobectomy. Ann. Surg. 2017, 265, 431-437. [CrossRef]

Gu, Z.; Wang, H.; Mao, T,; Ji, C.; Xiang, Y.; Zhu, Y,; Xu, P; Fang, W. Pulmonary function changes after different extent of
pulmonary resection under video-assisted thoracic surgery. J. Thorac. Dis. 2018, 10, 2331-2337. [CrossRef]


http://doi.org/10.3390/jcm11020294
http://doi.org/10.1016/j.jtho.2016.06.031
http://www.ncbi.nlm.nih.gov/pubmed/27496651
http://doi.org/10.1245/s10434-021-09835-w
http://www.ncbi.nlm.nih.gov/pubmed/33900499
http://doi.org/10.1016/j.athoracsur.2019.12.061
http://www.ncbi.nlm.nih.gov/pubmed/32057809
http://doi.org/10.1002/cncr.22938
http://www.ncbi.nlm.nih.gov/pubmed/17702091
http://doi.org/10.1136/thx.2005.056481
http://doi.org/10.1067/mtc.2001.116473
http://doi.org/10.1016/j.cllc.2016.09.001
http://doi.org/10.1200/JCO.2015.64.6729
http://doi.org/10.2147/OTT.S161367
http://doi.org/10.1016/j.jtho.2018.12.030
http://www.ncbi.nlm.nih.gov/pubmed/30659988
http://doi.org/10.1016/j.jtcvs.2020.01.107
http://www.ncbi.nlm.nih.gov/pubmed/32451073
http://doi.org/10.3389/fsurg.2021.721567
http://www.ncbi.nlm.nih.gov/pubmed/34760914
http://doi.org/10.1097/SLA.0000000000001708
http://doi.org/10.21037/jtd.2018.03.163

	Introduction 
	Materials and Methods 
	Patient Selection 
	Statistical Analysis 

	Results 
	Patient Characteristics 
	Surgical Outcome Analysis 
	Subgroup Analysis According to Tumor Size 
	Subgroup Analysis According to Age after PSM 
	Subgroup Analysis According to Histological Type after PSM 
	Subgroup Analysis According to Sex after PSM 
	Cox Regression Analysis 

	Discussion 
	Conclusions 
	References

