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Based on the PACIFIC trial (NCT02125461), the standard
treatment for unresectable stage III non-small cell lung
cancer (NSCLC) is chemoradiotherapy (CRT) followed
by durvalumab consolidation [1]. However, a subsequent
post-hoc analysis revealed no advantage of durvalumab in
terms of progression-free survival (PFS) for patients with
epidermal growth factor receptor (EGFR) mutations (haz-
ard ratio [HR] = 0.91) [2]. This indicates that “PACIFIC”
treatment does not meet the clinical needs of unresectable
stage III EGFR-mutated NSCLC patients, who have short
PFS and are prone to new metastases.
The results of the LAURA study (NCT03521154) were

recently published inTheNewEngland Journal ofMedicine
[3]. This was a double-blind, randomized, placebo-

List of Abbreviations: NSCLC, non-small cell lung cancer; CRT,
chemoradiotherapy; PFS, progression-free survival; EGFR, epidermal
growth factor receptor; HR, hazard ratio; OS, overall survival; ORR,
objective response rate; AEs, adverse events; EGFR-TKI, EGFR-tyrosine
kinase inhibitor; NR, not reached; MRD, minimal residual disease; TRT,
thoracic radiotherapy.
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controlled phase III study that enrolled 216 patients from
145 centerswhowere diagnosedwith unresectable stage III
EGFR-mutated NSCLC without disease progression after
CRT. They were randomized in a 2:1 ratio to consolidation
therapy with osimertinib or placebo until disease progres-
sion or death. The primary endpoint was PFS, whereas the
secondary endpoints included overall survival (OS), cen-
tral nervous system PFS, objective response rate (ORR),
and safety.
The LAURA study revealed that osimertinib signifi-

cantly prolonged the median PFS compared with placebo
(39.1 months vs. 5.6 months, HR = 0.16, P < 0.001), with
substantial PFS benefits across all subgroups. Moreover,
the osimertinib group demonstrated remarkable reduc-
tions in new metastases compared to placebo, particularly
in the brain (8% vs. 29%) and lung (6% vs. 29%).
The safety of osimertinib has been closely scrutinized by

clinicians and patients. Although therewas a higher rate of
adverse events (AEs) over grade 3 in the osimertinib group
(35% vs. 12%), these events were largely predictable, and
there were no new safety concerns. Furthermore, the rate
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of radiation pneumonitis, which is often themost concern-
ingAE, did not differ significantly between the osimertinib
and placebo groups (48% vs. 38%). Overall, the safety was
within the expected manageable range.
For EGFR-mutated NSCLC, previous studies have

demonstrated the favorable efficacy of EGFR-tyrosine
kinase inhibitors (EGFR-TKIs) (Table 1) [4–7]. Osimertinib
has been approved as a first-line treatment for stage IV
NSCLC and an adjuvant treatment for resectable stage I-
III NSCLC. However, for unresectable stage III NSCLC,
it remains an unmet clinical need. Recently, an interna-
tional multicenter real-world study involved 136 patients
with unresectable stage III EGFR-mutated NSCLC who
received CRT followed by treatment with osimertinib,
durvalumab, or observation [8]. Results revealed that
osimertinib outperformed durvalumab and observation in
real-world median PFS (not reached [NR] vs. 12.7 months
vs. 9.7 months), supporting the successful launch of the
LAURA study.
However, practical concerns remain for the future.
First, the LAURA study underscored the need for gene

tests in early- to mid-stage NSCLC patients to enable
timely targeted therapy. The type and abundance of EGFR
mutations often impact the effectiveness of EGFR-TKI
targeted therapies. Thus, advancements in precise quanti-
tative assays are crucial to guide accurate clinical targeted
therapies.
Second, despite themention ofAEs in the LAURA study,

osimertinib demonstrated better safety than durvalumab
(rate of pneumonitis, 15% vs. 25%), and improved PFS ben-
efits (NR vs. 12.7 months, HR = 0.20, P < 0.001) [8].
However, close monitoring for potential AEs is still neces-
sary. Healthcare professionals should be well-prepared to
address possible drug-related pulmonary toxicity events.
Notably, theOS curves of both treatment arms are highly

crossed over. The interim OS data did not suggest a favor-
able trend for osimertinib over placebo (36-month OS rate,
84% vs. 74%, HR = 0.81, P = 0.53), indicating that the
long-term efficacy of LAURA treatment remains unclear.
However, osimertinib has demonstrated excellent PFS and
significantly reduced metastasis in existing results. These
findings indicated that osimertinib could prolong the dura-
tion of disease progression and decrease the tumor burden,
improving patients’ quality of life. Further clinical trials
are needed to identify the suitable patient population for
LAURA treatment, possibly younger individuals who can
tolerate AEs with prolonged PFS expectations.
Furthermore, the clinical application requires compre-

hensive consideration of multiple factors, including cost,
efficacy, AEs, and patient’s quality of life. Determining the
optimal duration of long-term osimertinib administration
is essential to ensure efficacy. Active exploration of poten-

tial biomarkers, such as minimal residual disease (MRD),
should be pursued to guide step-down treatment deci-
sions. In patients with resectable EGFR-mutated NSCLC,
MRD+ status could precede disease-free survival events
by a median lead time of 4.7 months. Further analysis
also suggested that MRD could identify patients who may
benefit from prolonged osimertinib therapy, guiding deci-
sions on treatment duration and dosage [9]. Therefore,
for patients with unresectable stage III NSCLC, exploring
MRD monitoring is also instructive and warrants further
MRD-related clinical trials, to improve patients’ quality of
life and alleviate the burden of treatment.
Additionally, osimertinib achieved an ORR of up to

80% in advanced EGFR-mutated NSCLC [4]. Therefore,
for unresectable stage III NSCLC patients, who were
excluded from the LAURA study and unresponsive to
CRT, early intervention with osimertinib may improve
their survival outcomes. Further large-scale clinical trials
are warranted to comprehensively investigate the efficacy
and safety of pre-CRT induction therapy, whether with
targeted therapies such as osimertinib or other forms of
immunotherapy.
More importantly, the optimal treatment modality for

patients with stage III EGFR-mutated NSCLC still requires
further precise differentiation, which should consider fac-
tors such as age, tumor burden, and biomarkers. Combin-
ing CRT with EGFR-TKIs might not be the best treatment.
Compared with previous studies [7, 8, 10], CRT appeared
to result in a median PFS of approximately 10.0 months
or less, indicating its unsatisfactory efficacy. Especially
for individuals with poor underlying conditions who can-
not tolerate chemotherapy, radiotherapy combined with
EGFR-TKIs may be more effective. The WJOG6911L phase
II trial (UMIN000008366) revealed that gefitinib with tho-
racic radiotherapy (TRT) was not inferior to gefitinib with
CRT in efficacy (24-month PFS, 33.3% vs. 37%) [6]. Further-
more, TRT significantly reduced local recurrence to 7.4%
[6], achieving results that are challenging with conven-
tional CRT.While the LAURA trial has provided promising
results, more phase III clinical trials are needed to ascer-
tain the optimal treatment modality by comparing the
efficacy of osimertinib as monotherapy, in combination
with TRT, or alongside CRT.
Overall, the LAURA study could inspire medical prac-

titioners to further explore mutations in other genes such
as ALK, KRAS, and HER2, serving as a valuable reference.
Considering the remarkable PFS benefit in the LAURA
study, osimertinib is anticipated to revolutionize clinical
practice for unresectable stage III EGFR-mutated NSCLC.
However, further disclosure of OS data is necessary to fully
demonstrate the efficacy of osimertinib and improve the
long-term prognosis of patients.
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