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Abstract

After the successful development of targeted therapy and immunotherapy for the treat-
ment of advanced-stage non-small cell lung cancer (NSCLC), these innovative treat-
ment options are rapidly being applied in the adjuvant setting for early-stage NSCLC. 
Some adjuvants that have recently been approved include osimertinib for epidermal 
growth factor receptor-mutated tumors and atezolizumab and pembrolizumab for 
selected patients with resectable NSCLC. Numerous studies on various targeted ther-
apies and immunotherapy with or without chemotherapy are currently ongoing in the 
adjuvant setting. However, several questions regarding optimal strategies for adjuvant 
treatment remain unanswered. The present review summarizes the available literature, 
focusing on recent advances and ongoing trials with targeted therapy and immunother-
apy in the adjuvant treatment of early-stage NSCLC. 

Keywords: Carcinoma, Non-Small-Cell Lung; Chemotherapy, Adjuvant; Molecular Tar-
geted Therapy; Immunotherapy

Radically resected
stage IB-IIIA NSCLC

Follow

Platinum-based
chemotherapy

Target therapy

Immunotherapy

Target therapy

Immunotherapy

https://orcid.org/0000-0002-6527-6804
https://orcid.org/0000-0002-0832-1314
mailto:ejspulm@gmail.com
http://crossmark.crossref.org/dialog/?doi=10.4046/trd.2023.0085&domain=pdf&date_stamp=2024-01-01


MH Kim et al.

https://doi.org/10.4046/trd.2023.0085 https://e-trd.org/ 32

Introduction

In 2020, lung cancer emerged as the most common 
type of cancer in Korea, excluding thyroid cancer1. Fur-
thermore, it is predicted that lung cancer will become 
the most common type and cause of cancer-related 
deaths in Korea by 20232. 

Regarding stage distribution at diagnosis, lung can-
cer accounts for the highest proportion of patients 
diagnosed at a distant metastatic stage in Korea3. How-
ever, in the past few decades, the demographics of pa-
tients with lung cancer have changed, with an increas-
ing number of patients diagnosed at localized stages 
(20.0% men and 58.7% women)4. This is mainly due to 
decreased smoking prevalence, improved staging with 
18F-fluorodeoxyglucose-positron emission tomography 
and magnetic resonance imaging of the brain, and ear-
ly screening programs using low-dose chest computed 
tomography4-6. Therefore, the importance of therapeu-
tic interventions to cure early-stage lung cancer, in ad-
dition to surgical treatment, is gradually increasing as 
its incidence rises.

The traditional standard of care for patients with 
early-stage lung cancer is surgical resection followed 
by adjuvant cytotoxic chemotherapy in pathological 
stages II–III and high-risk stage IB (including poorly dif-
ferentiated tumors, vascular invasion, wedge resection, 
visceral pleural involvement, and unknown lymph node 
status)7. Recently, two randomized control trials (RCTs), 
which prompted changes in clinical practice, were 
published in 20208 and 20219. In the present review, we 
briefly discuss recent advances in the adjuvant treat-
ment of non-small cell lung cancer (NSCLC). 

Cytotoxic Chemotherapy

According to the Korean Association of Lung Cancer 
Registry, the 5-year relative survival rates of patients 
with stage I, II, III, and IV NSCLC are 82%, 59%, 16%, 
and 10%, respectively10. However, patients who under-
go surgery remain at a substantial risk of recurrence 
even after complete disease resection. Indeed, it is es-
timated that 30% to 75% of patients with NSCLC who 
undergo surgery with curative intent develop recur-
rence and eventually die of their disease after 8 to 14 
months11.

Cytotoxic chemotherapy remains the standard ad-
juvant treatment for early-stage NSCLC. In addition to 
successful surgery, adjuvant cisplatin-based chemo-
therapy has demonstrated a survival advantage, espe-
cially in patients with stage II and III disease. Lung Ad-
juvant Cisplatin Evaluation, a pooled analysis of patient 

data from the five largest trials of cisplatin-based che-
motherapy for completely resected stage I–III NSCLC, 
demonstrated a disease-free survival (DFS) benefit of 
5.8% and 5-year absolute survival benefit of 5.4%. How-
ever, subsets showed possible harm in patients with 
stage IA and performance status 2, mainly because 
of chemotherapy toxicity12. As Cancer and Leukemia 
Group B 9633 (CALBG9633), an RCT designed to study 
adjuvant paclitaxel/carboplatin in stage IB NSCLC, and 
the the North American Intergroup phase III trial of 
adjuvant cisplatin plus vinorelbine (JBR-10) study, the 
North American Intergroup Study of adjuvant cisplatin 
and vinorelbine, demonstrated survival benefit of adju-
vant therapy in patients with tumors ≥4 cm, the popula-
tion considered most appropriate for adjuvant therapy 
is now stage IIA (T2bN0) or greater13,14. 

Targeted Therapy

As adjuvant-targeted treatments, gefitinib, icotinib, er-
lotinib, and osimertinib showed greater benefits than 
cytotoxic chemotherapy in patients with epidermal 
growth factor receptor (EGFR) mutations. Among them, 
osimertinib was the first approved targeted therapy for 
EGFR-mutated NSCLC in an adjuvant setting15. 

The Gefitinib Versus Vinorelbine/Platinum as Adju-
vant Treatment in Stage II-IIIA (N1-N2) NSCLC With 
EGFR Mutation (ADJUVANT)-Chinese Thoracic On-
cology Group 1104 (CTONG1104)16 and adjuvant ge-
fitinib versus cisplatin and vinorelbine in completely 
resected (stage II-III) NSCLC patients with mutated 
EGFR (IMPACT)17 trials are two representative phase III 
trials that reported 5-year overall survival (OS) results 
of adjuvant gefitinib. The ADJUVANT-CTONG1104 tri-
al first reported positive DFS for adjuvant treatment 
with gefitinib, compared with cisplatin and vinorelbine 
chemotherapy, in patients with resected stage II–IIIA 
EGFR-mutated NSCLC in 2017 in China. The median 
DFS was significantly longer in the gefitinib arm (30.8 
months vs. 19.8 months: hazard ratio [HR], 0.56; 95% 
confidence interval [CI], 0.40 to 0.79), with a DFS rate of 
39.6% vs. 32.5% and 22.6% vs. 23.2% at 3 and 5 years, 
respectively. Nevertheless, the benefit in DFS did not 
translate into survival, with a statistically insignificant 
OS advantage (median 75.5 months vs. 62.8 months: 
HR, 0.92; 95% CI, 0.62 to 1.36)16. Since then, several 
trials have presented similar DFS benefit with various 
first-generation tyrosine kinase inhibitors (TKIs), such 
as erlotinib (erlotinib versus vinorelbine plus cisplatin 
as adjuvant therapy in Chinese patients with stage IIIA 
EGFR-mutant NSCLC [EVAN], 201818; adjuvant erlotinib 
in patients with resected EGFR-mutant NSCLC [SE-
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LECT], 201919) and icotinib (icotinib versus chemother-
apy as adjuvant treatment for stage II–IIIA EGFR-mutant 
NSCLC [EVIDENCE], 202120). 

In Japan, a similarly designed IMPACT trial failed 
to demonstrate the superiority of gefitinib in terms of 
DFS and OS end points17. The IMPACT study was an 
open-label, randomized, phase III trial that evaluated 
the efficacy of adjuvant gefitinib versus cisplatin and 
vinorelbine chemotherapy in patients with resected 
stage II–III EGFR-mutated NSCLC. The median DFS 
was 35.9 and 25.1 months in the gefitinib and cispla-
tin/vinorelbine groups, respectively. However, the 
Kaplan-Meier curves crossed around 4 years after 
surgery, with no statistically significant difference (HR, 
0.92; 95% CI, 0.67 to 1.28). OS was also not different 
(HR, 1.03; 95% CI, 0.65 to 1.65), with the 5-year OS 
rates being 78.0% and 74.6% in the gefitinib and cis-
platin/vinorelbine groups, respectively17. This negative 
evidence for first-generation adjuvant TKI highlights 
the importance of drug choice and therapy duration in 
this setting21. 

The ADAURA study is a phase III placebo-controlled 
trial evaluating adjuvant osimertinib in patients with 
stage IB to IIIA EGFR-mutated resected NSCLC for 3 
years. In the 2020 ADAURA primary analysis, the HR 

of DFS of the primary efficacy population (stage II to 
IIIA NSCLC) was 0.17 (95% CI, 0.12 to 0.23)8. Based 
on these data, the U.S. Food and Drug Administration 
(FDA) approved osimertinib as an adjuvant-targeted 
therapy for EGFR-mutated NSCLC, regardless of adju-
vant chemotherapy, on December 18, 202015. Updated 
data after 2 additional years of follow-up showed a 
sustained DFS benefit with osimertinib (HR, 0.23; 95% 
CI, 0.18 to 0.30)22. In addition, adjuvant osimertinib re-
duced the risk of central nervous system recurrence 
(HR for central nervous system disease recurrence 
or death among patients with stage IB to IIIA disease, 
0.18 in the primary analysis and 0.36 in the updated 
analysis)8,22. The median follow-up duration for OS in all 
patients with stage II–IIIA disease was 59.9 months in 
the osimertinib group and 56.2 months in the placebo 
group. The 5-year OS was 85% (95% CI, 79 to 89) in 
the osimertinib group and 73% (95% CI, 66 to 78) in 
the placebo group (HR, 0.49; 95% CI, 0.33 to 0.73)23. A 
comparison of the efficacy outcomes of recent adju-
vant EGFR TKI trials is shown in Table 1. 

Despite the promising results of adjuvant EGFR 
TKIs, several controversies remain. The first question 
concerns the necessity of adjuvant chemotherapy. 
The CTONG1104, EVIDENCE, and IMPACT studies 

Table 1. Comparison of clinical trials involving adjuvant epidermal growth factor receptor tyrosine kinase inhibitors 

Clinical trial Phase Treatment 
arms

No. of 
patients Stage DFS OS Reference

ADJUVANT-
CTONG1104

III Gefitinib 2 yr vs. 
chemotherapy

222 II–IIIA 30.8 mo vs. 19.8 mo 
(HR, 0.56; 95% CI, 
0.40–0.79)

75.5 mo vs. 62.8 mo 
(HR, 0.92; 95% CI, 
0.62–1.36)

16

EVAN II Erlotinib 2 yr vs. 
chemotherapy

102 IIIA 42.4 mo vs. 21.0 mo 
(HR, 0.27; 95% CI, 
0.14–0.53)

84.2 mo vs. 61.1 mo 
(HR, 0.32; 95% CI, 
0.15–0.67)

18

EVIDENCE III Icotinib 2 yr vs. 
chemotherapy

322 II–IIIA 47.0 mo vs. 22.1 mo 
(HR, 0.36; 95% CI, 
0.24–0.55)

Not reached (HR, 
0.91; 95% CI, 0.42–
1.94)

20

IMPACT III Gefitinib 2 yr vs. 
chemotheray

234 II–III 35.9 mo vs. 25.1 mo 
(HR, 0.92; 95% CI, 
0.67–1.28)

No difference (HR, 
1.03; 95% CI, 0.65–
1.65)

17

ADAURA III Osimertinib 3 yr 
vs. placebo

682 IB–IIIA 44.2 mo vs. 19.6 mo 
(HR, 0.23; 99% CI, 
0.18–0.30)*

59.9 mo vs. 56.2 mo 
(HR, 0.49; 95% CI, 
0.33-0.73)*

8,22

*Data regarding stage II–IIIA.
DFS: disease-free survival; OS: overall survival; ADJUVANT: Gefitinib Versus Vinorelbine/Platinum as Adjuvant Treatment in Stage II-
IIIA (N1-N2) NSCLC With EGFR Mutation; CTONG1104: Chinese Thoracic Oncology Group 1104; HR: hazard ratio; CI: confidence 
interval; EVAN, erlotinib versus vinorelbine plus cisplatin as adjuvant therapy in Chinese patients with stage IIIA EGFR-mutant NSCLC; 
EVIDENCE: icotinib versus chemotherapy as adjuvant treatment for stage II–IIIA EGFR-mutant NSCLC; IMPACT: adjuvant gefitinib 
versus cisplatin and vinorelbine in completely resected (stage II-III) NSCLC patients with mutated EGFR; ADAURA: A Phase III, Double-
blind, Randomized, Placebo-controlled Multi-centre, Study to Assess the Efficacy and Safety of osimertinib Versus Placebo, in Patients 
With EGFR Mutation Positive Stage IB-IIIA Non-small Cell Lung Carcinoma, Following Complete Tumour Resection With or Without 
Adjuvant Chemotherapy.
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were head-to-head comparisons between EGFR TKIs 
and chemotherapy, which are different from ADAURA 
(osimertinib versus placebo with or without adjuvant 
chemotherapy). Wu et al.24 reported that there was no 
apparent significant difference in the DFS impact of 
osimertinib among those who did (HR, 0.16; 95% CI, 
0.1 to 0.26) or did not (HR, 0.23; 95% CI, 0.13 to 0.4) 
receive adjuvant chemotherapy in the ADAURA study. 
Moreover, the ADAURA study recently demonstrated a 
significant OS benefit with the adjuvant osimertinib23. 
To date, adjuvant chemotherapy remains recommend-
ed for resected stage II–IIIA NSCLC before the use of 
adjuvant osimertinib. However, future studies should 
address this question. 

Another issue concerns the duration of treatment. 
The treatment duration of osimertinib was 3 years in 
the ADAURA trial and 2 years for first-generation TKIs 
in the CTONG1104, EVAN, and IMPACT trials. The ad-
vantage of first-generation TKIs persisted during the 

treatment period and the survival benefit lasted for al-
most 2 years after treatment cessation. Therefore, the 
optimal duration of adjuvant TKI therapy remains un-
clear and requires further investigation. The detection 
of minimal residual disease has been suggested as a 
potential treatment decision approach23. In addition, 
the ongoing 5 years of adjuvant osimertinib treatment 
(phase 2 single-group A Study of 5 Years of Adjuvant 
Osimertinib in Completely Resected Epidermal Growth 
Factor Receptor Mutation [EGFRm] NSCLC [TARGET]; 
NCT05526755) is anticipated to resolve this issue. 
These and other unanswered questions may be ad-
dressed in future trials. 

In addition to EGFR mutations, other oncogenic driv-
er mutations, including anaplastic lymphoma kinase 
(ALK), ROS proto-oncogene 1 (ROS1), neurotrophic 
tyrosine kinase receptor (NTRK), rearranged during 
transfection proto-oncogene (RET), and v-Raf murine 
sarcoma viral oncogene homolog B1 (BRAF), have been 

Table 2. Ongoing phase III clinical trials of adjuvant-targeted therapy for non-small cell lung cancer 

Clinical trial Target Stage No. of 
patients Treatment arms Duration of 

treatment, yr
Primary 

endpoint Reference

NCT03983811 EGFR IIB–IIIA 174 Icotinib/placebo on days 
8–15 during adjuvant q21 
chemotherapy cycles, then 2 yr

2 DFS 31

NCT02193282
(ALCHEMIST-

EGFR)

EGFR IB–IIIA 450 Erlotinib vs. placebo vs. 
observation

2 OS 32

NCT05120349 
(ADAURA2)

EGFR IA2–IA3 380 Osimertinib vs. placebo 3 DFS 33

NCT04687241 EGFR II–IIIB 192 Almonertinib vs. placebo (after 
adjuvant chemotherapy)

NA DFS 34

NCT04762459 
(APEX)

EGFR II–IIIA 606 Almonertinib vs. almonertinib 
and cisplatin plus pemetrexed 
vs. cisplatin plus pemetrexed

3 DFS 35

NCT04853342 
(FORWARD)

EGFR II–IIIA 318 Furmonertinib vs. placebo (after 
adjuvant chemotherapy)

NA DFS 36

NCT02201992 
(ALCHEMIST-
ALK)

ALK IB–IIIA 168 Crizotinib vs. observation (after 
adjuvant chemotherapy)

2 OS 7

NCT03456076 
(ALINA)

ALK IB–IIIA 257 Alectinib vs. platinum-based 
chemotherapy

2 DFS 29

NCT05341583 ALK II–IIIB 202 Ensartinib vs. placebo 2 DFS 30

EGFR: epidermal growth factor receptor; DFS: disease-free survival; ALCHEMIST-EGFR: Erlotinib Hydrochloride in Treating Patients 
With Stage IB-IIIA Non-small Cell Lung Cancer That Has Been Completely Removed by Surgery; OS: overall survival; ADAURA2: A 
Global Study to Assess the Effects of Osimertinib in Participants With EGFRm Stage IA2-IA3 NSCLC Following Complete Tumour Re-
section; NA: not assessed; APEX: Efficacy and Safety of Almonertinib Combined With or Without Chemotherapy as an Adjuvant Treat-
ment for Stage II-IIIA Non-small Cell Lung Carcinoma Following Complete Tumour Resection; FORWARD: To Assess the Efficacy and 
Safety of Furmonertinib Versus Placebo, in Patients With Epidermal Growth Factor Receptor Mutation Positive Stage II-IIIA Non-small 
Cell Lung Carcinoma, Following Complete Tumour Resection With or Without Adjuvant Chemotherapy; ALCHEMIST-ALK: Adjuvant 
Lung Cancer Enrichment Marker Identification and Sequencing Trial-ALK; ALK: anaplastic lymphoma kinase; ALINA: A Study Compar-
ing Adjuvant Alectinib Versus Adjuvant Platinum-Based Chemotherapy in Patients With ALK Positive Non-Small Cell Lung Cancer. 



Novel adjuvant therapy for NSCLC

https://e-trd.org/Tuberc Respir Dis 2024;87:31-39 35

investigated. However, compared to EGFR-mutated NS-
CLC, there is a lack of large, randomized trial outcomes 
in early-stage ALK-positive NSCLC25,26. Therefore, ALK 
TKIs are not yet FDA-approved in the adjuvant setting. 

There are several active phase III trials for adjuvant 
ALK TKIs. Firstly, Adjuvant Lung Cancer Enrichment 
Marker Identification and Sequencing Trial (ALCHE-
MIST)-ALK (NCT02201992) is a randomized, phase 
III trial evaluating adjuvant crizotinib in patients with 
stage IB–IIIA ALK-positive resected NSCLC for 2 years, 
with a primary endpoint of OS7,27. The actual start of the 
study was in 2015 and it is estimated to be completed 
by 20367. Secondly, the A Study Comparing Adjuvant 
Alectinib Versus Adjuvant Platinum-Based Chemother-
apy in Patients With ALK Positive Non-Small Cell Lung 
Cancer (ALINA) trial is a randomized, phase III study 
designed to investigate the efficacy and safety of alec-
tinib, compared with platinum-based chemotherapy, 
in the adjuvant setting for 2 years, with a primary end-
point of DFS28,29. This trial opened in 2018 with an esti-
mated study completion in 202629. Lastly, another sec-
ond-generation ALK TKI, ensartinib, is being evaluated 
as an adjuvant treatment in ALK-positive stage II–IIIB 
NSCLC after surgical resection with or without chemo-
therapy (NCT05341583)30. In summary, several adju-
vant ALK TKIs trials are currently underway; however, 
due to delayed patient recruitment, it is anticipated that 
the results of these trials will only be available in sever-
al years25,26. Table 2 shows the details of ongoing phase 
III RCTs of adjuvant-targeted therapy7,29-36. 

Immunotherapy

Immune checkpoint inhibitors (ICIs) have revolu-
tionized advanced NSCLC treatment. Based on the 
success of ICIs in advanced settings, there is grow-
ing interest in expanding their use in patients with 
early-stage disease. The Study to Assess Safety and 
Efficacy of Atezolizumab (MPDL3280A) Compared to 
Best Supportive Care Following Chemotherapy in Pa-
tients With Lung Cancer (IMpower010)9 and Study of 
Pembrolizumab (MK-3475) vs Placebo for Participants 
With Non-small Cell Lung Cancer After Resection With 
or Without Standard Adjuvant Therapy (MK-3475-091/​
KEYNOTE-091) (PEARLS) trials37 have published results 
that suggest the effectiveness of ICIs in the adjuvant 
setting.

The IMpower010 trial was the first phase III ran-
domized study to show a significant improvement 
in DFS with ICIs following adjuvant cisplatin-based 
chemotherapy in patients with resected early-stage 
NSCLC9. IMpower010 is an open-label phase III study 

with a sample size of 1,280 patients with resected 
stage IB–IIIA NSCLC. After completing up to four cy-
cles of adjuvant cisplatin-based chemotherapy, eligible 
participants were randomized to receive 16 cycles of 
atezolizumab or best supportive care. A DFS benefit 
was observed in the experimental arm of stage II–IIIA 
patients with programmed death-ligand 1 (PD-L1) ≥1% 
(HR, 0.66; 95% CI, 0.50 to 0.88). It was even higher in 
patients with PD-L1 ≥50% (HR, 0.43; 95% CI, 0.27 to 
0.68). No clear benefits were observed in the EGFR or 
ALK subgroups9. OS data are still immature; however, 
the HR for OS at this early timepoint was 0.99 (95% CI, 
0.73 to 1.33) among all patients with stage II–IIIA dis-
ease and 0.77 (95% CI, 0.51 to 1.17) in the subgroup 
of patients with PD-L1-positive tumors38. Furthermore, 
the OS interim analysis results were presented at the 
World Conference on Lung Cancer in 2022. After a me-
dian follow-up of 45.3 months, the atezolizumab group 
showed a better OS trend than the best supportive 
care group among patients with PD-L1 ≥1% with stage 
II–IIIA NSCLC (5-year OS rate: 76.8% vs. 67.5%). For 
patients with PD-L1 ≥50% stage II–IIIA NSCLC without 
EGFR mutations or ALK rearrangements, the 5-year 
OS rates in the atezolizumab and control groups were 
84.8% and 67.5%, respectively (HR, 0.42; 95% CI, 0.23 
to 0.78)39. Based on the findings of this trial, adjuvant 
atezolizumab was approved by the FDA for use in pa-
tients with completely resected stage II–IIIA NSCLC 
with PD-L1 expression on ≥1% of tumor cells40. How-
ever, there is a discrepancy between the cut-off level of 
PD-L1 expression in FDA and Korea FDA approvals for 
adjuvant atezolizumab (FDA: PD-L1 ≥1% vs. Korea FDA: 
≥50%)41. 

The PEARLS/KEYNOTE-091 trial is another key 
phase III randomized trial of adjuvant immunotherapy. 
The PEARLS/KEYNOTE-091 trial is a triple-blind phase 
III trial with a sample size of 1,177 patients with com-
pletely resected, PD-L1-positive stage IB–IIIA NSCLC. 
Adjuvant chemotherapy was not mandatory but was 
to be considered for patients with stage IB disease 
and strongly recommended for those with stage II and 
IIIA disease. Adjuvant pembrolizumab improved DFS 
compared with that obtained with the placebo (54 
months vs. 42 months: HR, 0.76; 95% CI, 0.63 to 0.91), 
with a nonsignificant trend toward improvement in 
those with tumor expression of PD-L1 ≥50% (median 
DFS not reached in either arm: HR, 0.82; 95% CI, 0.57 
to 1.18). The significance boundary for OS in the in-
tention-to-treat population was not crossed (18-month 
rate, 91.7% vs. 91.3%); however, the results were im-
mature37. On January 26, 2023, the FDA approved pem-
brolizumab for adjuvant treatment following resection 
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and platinum-based chemotherapy for stage IB (T2a 
≥4 cm), II, or IIIA NSCLC42. However, adjuvant pem-
brolizumab has not yet received regulatory approval in 
South Korea. 

Similar to targeted therapy, adjuvant immunotherapy 
is riddled with several challenges, such as predictive 
biomarkers for the benefit of ICIs, efficacy for onco-
gene-mutated NSCLC, timing of ICIs, combined reg-
imen, duration of treatment, and selection between 
neoadjuvant and adjuvant purposes43. Ongoing and 
future trials will address these unmet requirements. Ta-
ble 3 summarizes phase III randomized trials that have 

investigated adjuvant immunotherapy44-50. 

Conclusion

Although the survival benefits of adjuvant chemother-
apy are statistically significant, there is an urgent need 
for enhanced treatment strategies to further improve 
patient survival. Adjuvant-targeted therapy and immu-
notherapy may improve the outcomes of selected pa-
tients, and ongoing studies may further improve surviv-
al. To date, osimertinib for EGFR-mutated NSCLC and 
ICIs, such as atezolizumab and pembrolizumab, have 

Table 3. Ongoing phase III clinical trials of adjuvant immunotherapy for non-small cell lung cancer 

Clinical trials Stage No. of 
patients EGFR/ALK Treatment arms Primary 

endpoint Reference

NCT02273375 
(BR31/
IFCT1401)

IB–IIIA 1,415 Included Adjuvant durvalumab vs. adjuvant 
placebo; patients may have received 
prior adjuvant platinum-based 
chemotherapy

DFS 44

NCT02595944 
(ALVIL)

IB–IIIA 903 Excluded Adjuvant nivolumab (13 cycles) following 
adjuvant chemotherapy vs. observation 
following adjuvant chemotherapy

DFS, OS 45

NCT04267848 
(ALCHEMIST 
Chemo-IO)

IIA–IIIB 1,210 Excluded Adjuvant pembrolizumab and platinum-
doublet chemotherapy (4 cycles), 
followed by pembrolizumab; 

(12 or 13 cycles) vs. adjuvant platinum-
doublet chemotherapy (4 cycles), 
followed by pembrolizumab; 

(16 or 17 cycles) vs. adjuvant platinum-
doublet chemotherapy (4 cycles), 
followed by observation

DFS 46

NCT04385368 
(MERMAID-1)

II–III 332 Excluded Adjuvant durvalumab and platinum-based 
chemotherapy vs. adjuvant placebo and 
platinum-based chemotherapy

DFS 47

NCT04642469 
(MERMAID-2)

II–III 284 Excluded Adjuvant durvalumab vs. adjuvant placebo DFS 48

NCT04564157 
(NADIM-
ADJUVANT)

IB–IIIA 210 Excluded Adjuvant nivolumab and carboplatin 
plus paclitaxel (4 cycles), followed by 
nivolumab (6 cycles) vs. carboplatin 
plus paclitaxel (4 cycles), followed by 
observation

DFS 49

NCT04772287 
(LungMate-008)

II–IIIB 341 Excluded platinum doublet (4 cycles, q3w) then 
toripalimab (4 cycles, q3w) vs. platinum 
doublet (4 cycles, q3w) then placebo  
(4 cycles, q3w)

DFS 50

EGFR: epidermal growth factor receptor; ALK: anaplastic lymphoma kinase; BR31/IFCT1401: Double Blind Placebo Controlled Con-
trolled Study of Adjuvant MEDI4736 In Completely Resected NSCLC; DFS: disease-free survival; ALVIL: Nivolumab After Surgery and 
Chemotherapy in Treating Patients With Stage IB-IIIA Non-small Cell Lung Cancer; OS: overall survival; ALCHEMIST Chemo-IO: Testing 
the Addition of a Type of Drug Called Immunotherapy to the Usual Chemotherapy Treatment for Non-Small Cell Lung Cancer, ALCHE-
MIST Trial; MERMAID-1: Phase III Study to Determine the Efficacy of Durvalumab in Combination With Chemotherapy in Completely 
Resected Stage II-III Non-small Cell Lung Cancer (NSCLC); MERMAID-2: Phase III Study to Determine Efficacy of Durvalumab in Stage 
II-III Non-small Cell Lung Cancer (NSCLC) After Curative Intent Therapy; NADIM-ADJUVANT: New Adjuvant Trial of Chemotherapy vs 
Chemo-immunotherapy; LungMate-008: Adjuvant Toripalimab Plus Chemotherapy for EGFR/​ALK Mutation Negative Stage II-IIIB(N2) 
NSCLC; q3w: every 3 weeks.
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received FDA approval for adjuvant NSCLC therapy. 
Ongoing clinical trials and mature data from completed 
trials will help shed light on the remaining doubts and 
controversies. These advances will improve the cure 
rates of early-stage resectable NSCLC. 
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