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Abstract
Background: Although epidermal growth factor receptor-tyrosine kinase inhibitors
(EGFR-TKIs) have been the standard treatment for advanced EGFR-mutant adenocar-
cinoma, the effects of upfront EGFR-TKI use in unresectable stage III EGFR-mutant
adenocarcinoma remain unexplored. Here, we conducted a retrospective study to
compare different treatment strategies in these patients.
Methods: From October 2010 to June 2019, patients with unresectable stage III
adenocarcinoma who received treatment at a tertiary referral center were
enrolled. Patients were classified into three groups: EGFR-mutant adenocarci-
noma treated with concurrent chemoradiotherapy (group 1) or EGFR-TKI
(group 2) and EGFR wild-type adenocarcinoma treated with concurrent
chemoradiotherapy (group 3). Progression-free survival, progression-free
survival-2, and overall survival were estimated and compared using Kaplan–
Meier and log-rank tests.
Results: A total of 92 patients were enrolled; 10, 40, and 42 patients were assigned
to groups 1, 2, and 3, respectively. Patients with EGFR mutations who received
upfront EGFR-TKIs had significantly longer progression-free and overall
survival than those who received upfront concurrent chemoradiotherapy (hazard
ratio 0.33 vs. 0.34, p = 0.006 vs. 0.031) according to a Cox model adjusted for
possible confounders. Moreover, upfront concurrent chemoradiotherapy did not
lead to higher survival rates in patients with EGFR mutations than in those with
EGFR wild-type adenocarcinoma (progression-free survival; hazard ratio 0.37,
p = 0.036; overall survival; hazard ratio 0.35, p = 0.080) by Cox regression
analysis.
Conclusion: This current study suggests that EGFR-TKIs is a better choice for
patients with unresectable stage III EGFR-mutant adenocarcinoma. However, further
randomized studies are required to validate the results.
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INTRODUCTION

Approximately one-third of patients with lung cancer are ini-
tially diagnosed with stage III non-small cell lung cancer
(NSCLC),1 for whom treatment remains a great challenge
given its heterogeneity.1,2 The standard treatment for
unresectable stage III NSCLC is concurrent chemoradiotherapy
(CCRT), whereas durvalumab was approved as consolidation
immunotherapy for patients with disease control after CCRT.
However, despite a recent study showing that patients with epi-
dermal growth factor receptor (EGFR)-mutant NSCLC will not
benefit from consolidation treatment with durvalumab in sub-
group analysis of PACIFIC study3 the use of upfront EGFR-
tyrosine kinase inhibitors (TKI) instead of CCRT remains
controversial.

A previous meta-analysis including six studies of first-
generation EGFR-TKIs revealed that EGFR-TKIs provided a
better objective response rate and progression-free survival
(PFS) than chemotherapy.4 Subsequent studies have also
shown that second-generation EGFR-TKIs, such as afatinib
and dacomitinib, also have a better treatment response.5,6

Further, the phase 3 FLAURA study demonstrated that the
third-generation EGFR-TKI osimertinib provides better PFS
and OS than first-generation ones,7,8 and it is the mainstay
treatment in patients with EGFR mutations. Although the
above studies recruited stage III patients, the staging system
during trial enrollment only included patients with malig-
nant pleural effusion (stage IIIB in the American Joint Com-
mittee on Cancer sixth edition).4–6 Therefore, data regarding
the treatment efficacy of EGFR-TKIs in locally advanced
stage III NSCLC remain limited.

Several studies have focused on the treatment efficacy of
EGFR-TKIs in patients with early-stage EGFR-mutant
NSCLC. In the single-group SELECT trial, adjuvant erlotinib
provided longer disease-free survival in patients with EGFR-
mutant stage IA to IIIA NSCLC than in historical genotype-
matched controls9; however, in the post-hoc analysis of the
EGFR-mutant subgroup in the randomized, placebo-
controlled RADIANT trial demonstrated longer disease-free
survival with adjuvant erlotinib in patients with stage IB to
IIIA disease, although the difference was not statistically sig-
nificant.10 Two more randomized studies, the EVAN and
ADJUVANT/CTONG1104 trials, also revealed longer
disease-free survival with adjuvant EGFR-TKIs than with
adjuvant chemotherapy in patients with resected EGFR-
mutant NSCLC.11,12 Moreover, a recent phase 3 trial, the
ADUARA study, demonstrated the clinical benefit of
osimertinib in early-stage EGFR-mutant NSCLC.13 Taken
together, upfront EGFR-TKI use seems to have good treat-
ment efficacy among patients with early-and late-stage
EGFR-mutant NSCLC.

Although the recent LAURA trial (NCT03521154) evalu-
ated the benefits and safety of maintenance therapy with
osimertinib in patients with locally advanced EGFR-mutant
stage III NSCLC after CCRT but no disease progression, the
study did not compare upfront osimertinib use with other
treatments. Therefore, this study aimed to compare the

treatment efficacy of upfront CCRT and upfront EGFR-TKIs
in patients with unresectable stage III EGFR-mutant NSCLC.

METHODS

Patients

All patients with newly diagnosed stage III NSCLC at a ter-
tiary referral center between October 2010 and June 2019
were enrolled. Since this study aimed to compare the effi-
cacy of first-line TKI together with CCRT, tumor subtypes
for which TKI is not indicated, that is, squamous cell carci-
noma or poorly differentiated carcinoma, were excluded.
Patients receiving palliative care, with previous surgical
intervention for NSCLC, or receiving other nonstandard
treatments were excluded. Patients with incomplete data
were excluded from the analysis. The remaining patients
were classified into three groups: EGFR-mutant patients
receiving CCRT (group 1), EGFR-mutant patients receiving
TKI (group 2), and EGFR wild-type patients receiving CCRT
(group 3). For patients who received CCRT, six cycles of
chemotherapy with weekly cisplatin and vinorelbine and
definitive radiotherapy of 60 Gy were administered. The use
of durvalumab was based on the discretion of the treating
physician. This study was conducted in accordance with the
principles of the Declaration of Helsinki and was approved
by the Review Board and Ethics Committee of National
Cheng Kung University Hospital (NCKUH B-ER-109-054)
which waived the requirement for written consent due to
the retrospective nature of the study.

All patients’ electronic medical records were manually
reviewed for eligibility and data were de-identified. All
patients underwent chest computed tomography, bone scan,
and brain imaging (computed tomography with/without
contrast or magnetic resonance imaging) and were staged
according to the tumor, node, metastasis system proposed
by the American Joint Committee on Cancer, eighth edition,
at the time of diagnosis. Baseline characteristics, including
age, sex, mutation subtype, performance status, tumor size,
and nodal staging, were recorded. Follow-up images to
detect disease progression were arranged in the frequency
suggested by the NCCN guidelines or when suspicious new
symptoms developed.

EGFR mutation analysis

Tumor tissues were obtained from the primary lung mass
for analysis. Tissue samples were selected if they had >80%
tumor content, as examined with microscopy in hematoxy-
lin and eosin staining. Subsequently, DNA was extracted
through the QIAcube automated extractor (Qiagen) with
the QIAamp DNA FFPE tissue kit (Qiagen), eluted in ATE
(QIAmp Tissue Elution) buffer (Qiagen) according to the
manufacturer’s instructions. The EGFR polymerase chain
reaction kit (EGFR RUO Kit) and Therascreen EGFR RGQ
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PCR Kit (EGFR IVD Kit, Qiagen) were used to detect EGFR
mutations. Finally, scorpion and amplification-refractory
mutation system technologies were combined to disclose
the mutations via real-time quantitative polymerase chain
reaction.14

Statistical analysis

The comparison of demographics between groups was per-
formed using the chi-square test or Fisher’s exact test for
categorical variables and the Student’s t-test or the Wilcoxon
rank-sum test for continuous variables. The PFS and OS of
patients with stage 3 NSCLC were analyzed using the
Kaplan–Meier method and reported with 2-sided 95% CI,
groups compared using the log-rank test. PFS was calculated
from the date of initiation of first-line stage III NSCLC
treatment to disease progression15 or death, censoring at the
date of the last follow-up in case of lack of progression. OS
was calculated from the date of diagnosis to that of death.
Because patients in group 1 received EGFR-TKIs after dis-
ease progression from CCRT, PFS2 was also calculated from
the date of initiation of definitive CCRT treatment to that of
disease progression after EGFR-TKI use in group 1. For
patients in groups 2 and 3, PFS2 and PFS were the same
(Figure S1).

Cox proportional hazards regression analysis was per-
formed to determine the adjusted hazard ratio (HR) for PFS,
PFS2, and OS. The possible determinants were selected based
on previous studies investigating prognostic survival factors.16

The prognostic factors selected were age, sex, tumor size, nodal
stage, performance status, and treatment. Statistical analysis

system (version 9.4; SAS Institute) was used to perform all ana-
lyses. All reported p-values are two-sided.

RESULTS

Patient characteristics

Overall, 366 patients with newly diagnosed NSCLC under-
went screening from October 2010 to June 2019. Seventy-
eight patients (52 squamous cell carcinoma, 26 poorly
differentiated carcinoma) were excluded because of non-
adenocarcinoma histology and 196 patients because of
inadequate treatment strategies or incomplete data. Finally,
survival analysis included 92 patients with unresectable stage
III adenocarcinoma. Detailed subject inclusion is shown in
Figure 1.

Fifty-one patients (51/93, 54.8%) were EGFR mutation-
positive, of whom 10 received definitive CCRT (group 1)
and 40 EGFR-TKI (group 2) as first-line therapy; the
remaining 42 patients were EGFR wild-type-positive and
received definitive CCRT (group 3). Their baseline
characteristics are summarized in Table 1. Group 2 was sig-
nificantly older (median 70.8 years, interquartile range
62.3–76.2), whereas group 3 tended to have a higher male
population (36/42, 85.7%) and had a larger tumor size
(39/42, 92.6%, >30 mm). Most patients had an N stage of
N3 status and had a good performance status (86/92, 93.5%,
performance status 0–1) without group differences. In group
2, only two patients received palliative radiotherapy of
30 Gy because of a mechanical obstruction of the airway;
none of these patients received residual tumor resection.

F I G U R E 1 Study flowchart
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Moreover, only two patients in group 3 received durvalumab
consolidation therapy.

PFS and OS

After a median follow-up period of 22.3 months, the com-
parison of PFS, PFS2, and OS of all patients, stratified by
EGFR status and therapies, is shown in Figure 2. The PFS of
patients with EGFR mutation who received CCRT as first-
line therapy (group 1) was 7.1 months (interquartile range,
62.3–76.2), shorter than that of patients with EGFR wild-
type who received CCRT as first-line therapy (group
3, 9.1 months, interquartile range 4.5–17.0). In contrast,
patients with EGFR mutations who received EGFR-TKI as

first-line therapy had significantly longer PFS than those in
the other two groups (log-rank test, p = 0.003; Figure 2(a)).
After adjusting for possible confounders and using Cox pro-
portional hazards regression analysis, we found that upfront
EGFR-TKIs was an independent good prognostic factor
compared with upfront CCRT (HR 0.33, 95% confidence
interval [CI] 0.15–0.73, p = 0.006) in patients with EGFR-
mutant adenocarcinoma. The absence of EGFR mutation
was also an independent good prognostic factor (HR 0.37,
95% CI, 0.15–0.94, p = 0.036) in patients who received
CCRT. Another independent good prognostic factor for PFS
was female sex (Table 2). Upon disease progression, the per-
formance status and recurrence pattern were summarized in
Table S1. Among patients with EGFR mutations who
received CCRT as first-line therapy (group 1), there was a

T A B L E 1 Baseline characteristics

Characteristic
Group 1
(n = 10)

Group 2
(n = 40)

Group 3
(n = 42) p-value

Median (range), (years) 64.3 (55.1–72.4) 70.8 (62.3–76.2) 61.0 (52.5–69.8) 0.028

<65 years 5 13 26

≥65 years 5 27 16

Sex <0.001

Male 6 17 36

Female 4 23 6

Tumor size 0.005

<30 mm 3 14 3

≥30 mm 6 26 39

Not available 1 0 0

Lymph node 0.160

N0 0 0 1a

N1 0 0 0

N2 0 6 12

N3 10 34 29

Stage 0.105

IIIA 0 2 3

IIIB 5 25 14

IIIC 5 13 25

Performance status 0.065

0–1 10 37 39

≥2 0 3 3

Mutation 0.669b

Exon 19 deletion 5 17

L858R 5 23

EGFR-TKIs 0.820b

Gefitinib 4 14

Erlotinib 4 14

Afatinib 2 12

Note: Group 1: Patients with EGFR-mutant adenocarcinoma receiving CCRT as first-line therapy. Group 2: Patients with EGFR-mutant adenocarcinoma receiving TKIs as first-
line therapy. Group 3: Patients with EGFR wild-type adenocarcinoma receiving CCRT as first-line therapy.
Abbreviations: CCRT, concurrent chemoradiotherapy; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; TKI, tyrosine kinase inhibitors.
aPancoast tumor with vertebrae invasion.
bGroup 1 vs. Group 2.
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higher proportion of patients with a poor performance sta-
tus (p = 0.003) and higher distant recurrence rate
(p = 0.038) at disease progression than among patients with
EGFR mutations who received EGFR-TKIs as first-line
therapy (group 2).

In group 1, all 10 patients received EGFR-TKIs after dis-
ease progression with CCRT. When considering the time to
second objective disease progression, PFS2 was still signifi-
cantly longer in group 2 (23.6 Â months, interquartile range
10.1–70.1) than in group 1 (13.8 Â months, interquartile

F I G U R E 2 (a) PFS, (b) PFS2, and (c) OS among patients with EGFR-mutant adenocarcinoma receiving CCRT (Group 1) or upfront EGFR-TKI (Group
2), and patients with EGFR wild-type adenocarcinoma receiving CCRT (Group 3). CCRT, concurrent chemoradiotherapy; EGFR, epidermal growth factor
receptor; PFS, progression-free survival; OS, overall survival; EGFR-TKI, epidermal growth factor receptor-tyrosine kinase inhibitor; PFS2, progression-free
survival-2

T A B L E 2 Cox proportional hazard regression analysis of PFS among patients with unresectable adenocarcinoma receiving CCRT or upfront EGFR-TKI

Characteristic

PFS

Hazard ratio p-value

Age (years) ≥65 vs. <65 0.79 (0.47–1.34) 0.389

Sex Male vs. female 1.88 (1.04–3.39) 0.037

Tumor size (cm) ≥3 vs. <3 1.52 (0.75–3.05) 0.244

N stage N3 vs. N0–2 1.03 (0.55–1.92) 0.933

Performance status ECOG ≥2 vs. ECOG <1 1.01 (0.35–2.87) 0.464

Patient groupa Group 2 vs. Group 1 0.33 (0.15–0.73) 0.006

Group 3 vs. Group 1 0.37 (0.15–0.94) 0.036

Note: Group 1: Patients with EGFR-mutant adenocarcinoma receiving upfront CCRT. Group 2: Patients with EGFR-mutant adenocarcinoma receiving upfront EGFR-TKIs. Group
3: Patients with EGFR wild-type adenocarcinoma receiving upfront CCRT.
Abbreviations: CCRT, concurrent chemoradiotherapy; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; PFS, progression-free survival; TKI,
tyrosine kinase inhibitors.
aTreatment strategy for different patient groups.
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range 8.8–20.1) and group 3 (9.1 Â months, interquartile
range 4.5–17.0; log-rank test, p = 0.016; Figure 2(b)). How-
ever, after adjusting for potential confounding factors in
Cox proportional hazard regression analysis, the choice of
first-line therapy was not an independent predictor of PFS2
(Table 3).

Finally, OS was also significantly longer in group
2 (51.5 months, interquartile range 24.9–NR) than in those
who received CCRT regardless of the EGFR mutation status
(log-rank test, p = 0.021; Figure 2(c)). After adjusting for
possible confounders in Cox proportional hazards regres-
sion (Table 2), use of upfront EGFR-TKIs in patients with
EGFR-mutation was an independent good prognostic factor
compared with that of upfront CCRT (HR 0.34, 95% CI,
0.13–0.91, p = 0.031). Another independent good prognos-
tic factor for OS was female sex (Table 4). However, the
presence of EGFR mutations was not a significant prognos-
tic factor for OS, nor were other determinants such as age,
tumor size, N stage, and performance status. Although an
advanced stage (stage IIIC), the presence of EGFR

mutations, or the use of EGFR-TKIs might affect treatment
outcomes in these patients, the multivariate analysis revealed
that these variables were not independent prognostic factors
for PFS, PFS2, and OS (Tables S2–S4).

DISCUSSION

In this retrospective, single-center, real-world study of sur-
vival outcomes in unresectable stage III adenocarcinoma, we
found that patients with EGFR mutations treated with
upfront EGFR-TKIs (group 2) had significantly longer PFS,
PFS2, and OS than those treated with definitive CCRT
(group 1). When comparing EGFR mutation status among
patients receiving definitive CCRT (group 1 vs. group 3),
those with EGFR mutations had a shorter PFS but similar
OS than those with EGFR wild-type.

Stage III NSCLC comprises a heterogeneous patient
population, with varying staging characteristics and multi-
modal treatment options, including chemotherapy, surgery,

T A B L E 3 Cox proportional hazard regression analysis of PFS2 among patients with unresectable adenocarcinoma receiving CCRT or upfront
EGFR-TKI

Characteristic

PFS2

Hazard ratio p-value

Age (years) ≥65 vs. <65 0.87 (0.57–1.47) 0.598

Sex Male vs. female 1.82 (0.99–3.32) 0.051

Tumor size (cm) ≥3 vs. <3 1.84 (0.91–3.71) 0.090

N stage N3 vs. N0–2 1.01 (0.54–1.88) 0.979

Performance status ECOG ≥2 vs. ECOG <1 0.98 (0.34–2.81) 0.976

Patient groupa Group 2 vs. Group 1 0.59 (0.26–1.33) 0.200

Group 3 vs. Group 1 0.59 (0.22–1.55) 0.283

Note: Group 1: Patients with EGFR-mutant adenocarcinoma receiving upfront CCRT. Group 2: Patients with EGFR-mutant adenocarcinoma receiving upfront EGFR-TKIs. Group
3: Patients with EGFR wild-type adenocarcinoma receiving upfront CCRT.
Abbreviations: CCRT, concurrent chemoradiotherapy; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; PFS2, progression-free survival-2;
TKI, tyrosine kinase inhibitors.
aTreatment strategy for different patient groups.

T A B L E 4 Cox proportional hazard regression analysis of OS among patients with unresectable adenocarcinoma receiving CCRT or upfront EGFR-TKI

Characteristic

OS

Hazard ratio p-value

Age (years) ≥65 vs. <65 0.80 (0.41–1.55) 0.504

Sex Male vs. female 3.40 (1.53–7.56) 0.003

Tumor size (cm) ≥3 vs. <3 c 1.16 (0.49–2.75) 0.736

N stage N3 vs. N0–2 1.51 (0.65–3.53) 0.337

Performance status ECOG ≥2 vs. ECOG <1 0.86 (0.20–3.65) 0.834

Patient groupa Group 2 vs. Group 1 0.34 (0.13–0.91) 0.031

Group 3 vs. Group 1 0.35 (0.11–1.13) 0.080

Note: Group 1: Patients with EGFR-mutant adenocarcinoma receiving upfront CCRT. Group 2: Patients with EGFR-mutant adenocarcinoma receiving upfront EGFR-TKIs. Group
3: Patients with EGFR wild-type adenocarcinoma receiving upfront CCRT.
Abbreviations: CCRT, concurrent chemoradiotherapy; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; OS, overall survival; TKI, tyrosine
kinase inhibitors.
aTreatment strategy for different patient groups.
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and targeted therapy. Approximately 70% of patients with
stage III NSCLC have unresectable tumors, with the stan-
dard treatment being CCRT administration.17 A previous
randomized phase III PACIFIC study was conducted to
evaluate the efficacy of consolidative therapy with
durvalumab, an anti-PD-L1 immune checkpoint inhibitor,
in patients with stage III NSCLC who achieved disease con-
trol after CCRT completion. The study demonstrated signif-
icant improvement in PFS (16.8 months vs. 5.6 months)18

and OS (47.5 vs. 28.7 months)19 compared with placebo.
Although CCRT followed by durvalumab has become a
mainstay treatment for patients with unresectable stage III
NSCLC, not all patient subgroups benefit. Disease progres-
sion was similar at the 4-year follow-up (durvalumab
vs. placebo, 72.4% vs. 78.6%) in the EGFR-mutant patient
subgroup.19 As only 6.1% of patients in the PACIFIC study
had an EGFR mutation,19 the statistical analysis for OS ben-
efits in this subgroup is limited. Recently, a retrospective
analysis on patients with stage III EGFR- and HER2-mutant
NSCLC showed a PFS of only 7.5 months when consolida-
tion therapy with durvalumab was administered.20 Another
multi-institutional retrospective study of patients with
unresectable stage III tumors and EGFR mutations also
demonstrated a PFS of only 10.3 months in patients who
received durvalumab as consolidation therapy, not signifi-
cantly different from those who did not.3 In conclusion,
standard therapy with CCRT followed by durvalumab might
not provide clinical benefit in patients with unresectable
stage III EGFR-mutant NSCLC.

In the current study, the patients with EGFR mutation had
significantly shorter PFS when receiving CCRT than patients
with EGFR wild-type (7.1 vs. 9.1 months, HR 0.37, p = 0.036),
consistent with findings of previous cohort studies showing
that EGFR mutation is associated with significantly shorter
PFS.21–23 Some studies further showed that despite better local
control, EGFR-mutant patients receiving CCRT were prone to
develop distant recurrence,23–25 including brain metastasis.26

However, these studies did not compare survival outcomes
between patients with EGFR mutations receiving upfront
EGFR-TKI or CCRT. In the current study, of the 10 patients
with EGFR mutations who received upfront CCRT, nine had
disease progression at the time of data collection and eight
presented with distant metastasis. Moreover, CCRT is associ-
ated with a higher rate of grades 3 and 4 toxicity, and treat-
ment delay or interruption is not rare.27 Given its better
systemic response, lower distant recurrence rate, and lower tox-
icity profile,28,29 upfront EGFR-TKIs have the potential to be a
better first-line treatment strategy.

One population-based retrospective study in Taiwan
showed the comparative effectiveness of upfront TKI and
CCRT (HR 0.71, 95% CI: 0.34–1.47) in unresectable stage
III NSCLC.30 Similar to our results, the TKI group was also
significantly older (mean 70.2% vs. 60.1%, p < 0.001), imply-
ing a preference for prescription in older patients because of
treatment toxicity. However, of the 566 525 potential study
candidates, due to a large proportion of missing data, only
199 patients were included, which precludes a definitive

conclusion. In a recent global real-world study (the KINDLE
study), patients with unresectable stage III EGFR-mutant
NSCLC who received upfront chemoradiotherapy had better
OS than those receiving upfront EGFR-TKIs.31 However,
the patients enrolled in the KINDLE study had to survive
for ≥9 months based on study design.31 In the PACIFIC
study, patients without durvalumab consolidation had a
1-year OS rate of 74.5%.19 As patients enrolled in clinical tri-
als usually have better performance status, the 1-year OS
rate in a real-world study may be lower than 74.5%, which
may imply that a certain proportion of patients were not
enrolled in the KINDLE study. To the best of our knowl-
edge, our study is the first real-world study to demonstrate
better treatment efficacy of upfront EGFR-TKIs in patients
with unresectable stage III EGFR-mutant NSCLC, highlight-
ing the importance of targeting the driving mutation for bet-
ter control in EGFR-mutant populations.

There are some limitations to our study. First, it was a
single-center, retrospective study, and treatment was chosen
according to physician preference, possibly harboring many
confounders. To control for this confounding effect, we used
Cox proportional hazard regression analysis. Second, although
EGFR-TKI use provided longer PFS and OS than CCRT use in
patients with unresectable stage III EGFR-mutant NSCLC, the
sample size was small and had an imbalanced distribution. Fur-
ther prospective randomized controlled trials are warranted to
validate the results of this study. Third, group 2 (EGFR-mutant
adenocarcinoma receiving upfront EGFR-TKI) was significantly
older (median age, 70.8 years) than groups 1 and 3. However,
group 2 showed the longest PFS and OS among all groups. This
could be viewed as the opposite of a lead time bias, wherein
patients diagnosed later had a longer survival. This strengthens
our conclusion that targeted therapy is beneficial in EGFR-
mutant patients, even in an older, apparently frail, population.
Fourth, in the ADAURA study, the adjuvant osimertinib was
proven to prolong disease-free survival and lower the CNS
recurrence rate. Whether consolidation therapy with EGFR-
TKIs could provide survival benefits remains unknown. The
ongoing LAURA study (NCT03521154) may provide addi-
tional information on the role of consolidation osimertinib.

In conclsuion, our real-world data suggest that upfront
EGFR-TKI monotherapy is a better treatment strategy than
upfront CCRT in unresectable stage III EGFR-mutant ade-
nocarcinoma. Considering the limitation of our study size,
prospective randomized controlled trials are needed to vali-
date these findings.
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