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Should adjuvant treatment be offered to patients with stage
IB non-small cell lung cancer?
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In this issue of eClinicalMedicine, Ou and colleagues
published the results of the CORIN (GASTO1003),
phase II, randomised trial, comparing adjuvant therapy
with first-generation epidermal growth factor receptor
(EGFR) tyrosine kinase inhibitor (TKI), icotinib, versus
clinical observation in 128 patients with surgically
resected, EGFR-mutant, stage IB (7th TNM edition)
non-small cell lung cancer (NSCLC) without adjuvant
chemotherapy.1 The study met its primary endpoint
showing a significant increase of 3-year disease free
survival (DFS), reported to be 96% in the icotinib group
compared to 86% in the observation group, with a
reduction in the risk of progression/death around 77%
for icotinib-treated patients, confirmed also when
adopting the 8th edition of the TNM staging system.
The median duration of icotinib therapy was 12 months
and the treatment was overall well tolerated with only
6% of grade 3–4 AEs reported in the icotinib-treated
patients, including rash, diarrhoea, and pain. Despite
several intrinsic limitations, including the phase II
design, the small sample size, the restriction to Chinese
population, and the immature overall survival (OS) data,
this trial provides important evidence supporting the
efficacy of post-surgical 1-year EGFR-TKI therapy in
EGFR-positive patients with stage IB NSCLC who did
not receive adjuvant chemotherapy.

The adjuvant treatment of stage IB NSCLC has always
represented a challenging and controversial topic for
medical oncologists, with subgroup analysis of historical
randomised adjuvant clinical trials,2 adopting either the
6th or the 7th edition of TNM system, showing a limited
but significant OS benefit from platinum-chemotherapy
for patients with stage IB tumors ≥4 cm, corresponding
to stage IIA (T2b, N0) of the 8th TNM version. On this
basis, the international lung cancer guidelines currently
do not recommend any adjuvant chemotherapy for sur-
gically resected patients with stage IB NSCLC, who are
routinely considered as candidates to radiological follow-
up.3 Looking to the EGFR-mutant population, the ma-
jority of clinical trials testing first-generation EGFR-TKIs
in the adjuvant setting (EVAN, CTONG1104,
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EVIDENCE, IMPACT) were limited to stage II-IIIA dis-
ease.4 The randomised phase III ADAURA study has
recently shown a 60% reduction in the risk of progres-
sion/death for stage IB patients receiving Osimertinib,
confirmed also when restaging according to the 8th TNM
system and excluding those (26%) treated with adjuvant
chemotherapy.5–7 Differently from ADAURA, the CORIN
study reached a similar clinical benefit, by administering
a first-generation EGFR-TKI icotinib, reducing treatment
duration (1 year icotinib versus 3 year Osimertinib) as
well as treatment-related grade 3–4 AEs (6% icotinib
versus 20% Osimertinib), thus highlighting the issues of
optimal treatment type, intensity, and duration in this
subset of patients. Indeed stage IB disease is charac-
terised by an improved prognosis, with a lower risk of
recurrences, and 5-year survival rate reported to be
around 70%, as compared to 60% of stage II and 40% of
stage IIIA patients, suggesting the necessity of differen-
tial and personalised approaches. A recent explorative
analysis of the ADJUVANT trial, comparing gefitinib
versus platinum-chemotherapy in surgically resected,
EGFR-mutant NSCLC, suggested that co-occurring
genomic alterations across different genes (RB1, TP53,
CDK4, NKX2-1,MYC) predict different disease prognosis
as well as clinical benefit from adjuvant treatments.8

Moreover the longitudinal monitoring of circulating
tumor (ct)DNA in curative-resected, stage I-IIIA, EGFR-
mutant NSCLC patients, has shown to significantly pre-
dict 3-year DFS rates, regardless of TNM staging,
emerging as a reliable tool to identify high-risk stage I
patients, who may benefit from adjuvant EGFR-TKI.9

The increasing adoption of lung cancer screening in
real word practice will likely lead to a substantial increase
of stage I NSCLC detection in the upcoming years,10

making the perioperative treatment of stage I disease a
major challenge for clinical and translational lung cancer
research. Some open questions to be addressed are:
“Should we offer or not adjuvant treatment to stage I,
surgically resected patients with NSCLC? What is the
efficacy of adjuvant therapy for stage I patients with
detectable and undetectable ctDNA? Will there be any
space for neoadjuvant immunotherapy in stage I dis-
ease?“. Most of the ongoing adjuvant/neoadjuvant tar-
geted therapy and immunotherapy clinical trials were
limited to patients with stage II-III NSCLC. Thus we
need a new generation of studies specifically focusing on
stage I disease aiming to provide us with relevant bio-
logical and clinical information and definitively establish
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whether or not there will be a place for targeted therapies
and immunotherapy in the perioperative treatment of
these patients.

In the meantime, the CORIN study, in line with the
results of ADAURA trial, confirmed a great efficacy and
tolerability of adjuvant EGFR-TKI therapy as exclusive
post-surgical treatment for EGFR-mutant NSCLC pa-
tients with stage IB disease, supporting our treatment
choices in the real-word practice scenario.

Contributors
The authors have equally contributed to the manuscript drafting, editing
and approval.

Declaration of interests
The authors declare that they have no financial interests related to this
work. F.P declared consultant’s fee from Astra Zeneca, Janssen, Amgen,
Bristol Myer Squibb, MSD, Beigene, Sanofi, Thermo Fisher Scientific
(not related to this work). S.N declared speaker bureau/advisor’s fee
from Eli Lilly, MSD, Roche, Bristol Myer Squibb, Amgen, Takeda,
Pfizer, Thermo Fisher Scientific, Astra Zeneca and Boehringer Ingel-
heim (not related to this work).

References
1 Ou W, Li N, Wang B-X, et al. Adjuvant icotinib versus observation

in patients with completely resected EGFR-mutated stage IB
NSCLC (GASTO1003, CORIN): a randomised, open-label, phase 2
trial. eClinicalMedicine. 2023. in press.
2 Pignon JP, Tribodet H, Scagliotti GV, et al. Lung adjuvant cisplatin
evaluation: a pooled analysis by the LACE Collaborative Group.
J Clin Oncol. 2008;26(21):3552–3559.

3 Remon J, Soria J-C, Peters S, et al. Early and locally advanced non-
small-cell lung cancer: an update of the ESMO Clinical Practice
Guidelines focusing on diagnosis, staging, systemic and local
therapy. Ann Oncol. 2021;32(12):1637–1642.

4 Passiglia F, Bertaglia V, Reale ML, et al. Major breakthroughs in
lung cancer adjuvant treatment: looking beyond the horizon.
Cancer Treat Rev. 2021;101:102308.

5 Wu YL, Tsuboi M, He J, et al. Osimertinib in resected EGFR-
mutated non-small-cell lung cancer. N Engl J Med. 2020;383:1711–
1723.

6 Wu YL, John T, Grohe C, et al. Postoperative chemotherapy use and
outcomes from ADAURA: osimertinibas adjuvant therapy for
resected EGFR-mutated NSCLC. J Thorac Oncol. 2022 Mar;17(3):
423–433.

7 Tsuboi M, Wu Y, Grohe C, et al. LBA47 - Osimertinib as adjuvant
therapy in patients (pts) with resected EGFR-mutated (EGFRm)
stage IB-IIIA non-small cell lung cancer (NSCLC): updated results
from ADAURA. Ann Oncol. 2022;33(suppl_7):S808–S869. https://
doi.org/10.1016/annonc/annonc1089.

8 Liu S-Y, Bao H, Wang Q, et al. Genomic signatures define three
subtypes of EGFR-mutant stage II-III non-small-cell lung cancerwith
distinct adjuvant therapy outcomes. Nat Commun. 2021;12(1):6450.

9 Ahn M-J, Jung H-A, Ku B-M, et al. Longitudinal monitoring of
circulating tumor DNA from plasma in patients with curative
resected stage IA-IIIA EGFR-mutant non-small cell lung cancer. Ann
Oncol. 2022;33(suppl_7):S974. https://doi.org/10.1016/j.annonc.
2022.07.1059.

10 Passiglia F, Cinquini M, Bertolaccini L, et al. Benefits and harms of
lung cancer screening by chest computed tomography: a systematic
review and meta-analysis. J Clin Oncol. 2021;39(23):2574–2585.
www.thelancet.com Vol 57 March, 2023

http://refhub.elsevier.com/S2589-5370(23)00022-6/sref1
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref1
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref1
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref1
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref2
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref2
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref2
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref3
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref3
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref3
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref3
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref4
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref4
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref4
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref5
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref5
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref5
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref6
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref6
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref6
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref6
https://doi.org/10.1016/annonc/annonc1089
https://doi.org/10.1016/annonc/annonc1089
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref8
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref8
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref8
https://doi.org/10.1016/j.annonc.2022.07.1059
https://doi.org/10.1016/j.annonc.2022.07.1059
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref10
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref10
http://refhub.elsevier.com/S2589-5370(23)00022-6/sref10
www.thelancet.com/digital-health

	Should adjuvant treatment be offered to patients with stage IB non-small cell lung cancer?
	ContributorsThe authors have equally contributed to the manuscript drafting, editing and approval.
	Declaration of interests
	References


