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The Data for Adjuvant EGFR-TKIs

ADAURA

Trial N Treatment Stage Primary 
Endpoint HR Secondary

Endpoint HR

ADUARA
(ASCO 2020, 2023)
International

682
Osimertinib vs placebo for 3 years
(Patient may or may not have had 
adjuvant chemotherapy )

IB (> 4cm) -IIIA 
(7th ed.)

DFS in 
Stage II-IIIA 0.20 OS 0.49 for Stage 

II-IIIA

ICTAN
(ASCO 2024)
China

318

Icotinib for 6 months or 12 months vs 
placebo
(All patients had > 2 cycles of 
adjuvant chemotherapy)

II - IIIA 
(7th ed.) DFS 0.41 (6 mos)

0.40 (12 mos) OS 0.56 (6 mos)
0.55 (12 mos)

ICTAN
DFS: patients with stage II/IIIA disease



How long do you need systemic therapy?

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

60% 50%

ADAURA

ICTAN

Most tumor progression occurs after stopping a TKI 



How long do you need systemic therapy?

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

Soo R, et al. Clin Lung Cancer 2024



Do we need adjuvant chemotherapy?

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

ADAURA – All Patients ADAURA –Patients with Stage II/IIIA 

Patients with Stage II and III NSCLC who did 
not receive adjuvant chemotherapy were 
more likely to have baseline MRD positivity. 
  Stage II 1 7% vs 1%
  Stage III  21% vs 10%

Tsuboi M, et al. NEJM 2023, John T, et al. ASCO 2024



Are we curing patients with TKIs?

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

- More time is needed to definitively       
determine if we are curing a subset     
of patients.

- If so, who are these patients?
- What clinical and biological features 

are likely to predict cure?

Tsuboi M, et al. NEJM 2023



The Role of ctDNA

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023
17 of 18 patients progressedASCO 2024



Additional Randomized Trials

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

A Phase III, Double-blind, Randomized, Placebo-Controlled Multi-centre, Study to 
Assess the Efficacy and Safety of Furmonertinib (AST2818) 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 NCT04853342
N = 318
Primary Endpoint: DFS
Furmonertinib 80 mg po daily for 3 years (?)
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Zhang SS and Ou SI. Lung Cancer: Targets and Therapy Oct 2022



Building Upon the Results

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

NEOADAURA 2

Approximately 351 patients with resectable stage II–IIIB N2 EGFRm NSCLC will 
be enrolled. This sample size was based on an approximate 90% power to detect 
a statistically significant difference in MPR of 20%, with a two-sided overall 
significance level of 5% when assuming a 20% MPR in the control arm.

Grant C and Nagasaka M. Cancer Treatment Review March 2024Tsuboi M, et al. Future Oncology 2022



Building Upon the Results
High Risk Stage I NSCLC

Slide courtesy of Dr. Jay Lee Soo RA, et al. Clin Lung Ca 2023

ADAURA 2

Osimertinib Therapy After Resection in High-risk Stage I EGFRm NSCLC 
(OSTAR)
- Single arm, single institution (Tianjin University
- 65 patients receiving Osimertinib for 3 years
- Primary endpoint: 3 YR DFS Tsutani Y, et al. Clin Lung Cancer 2023



The Data for Adjuvant ALK-TKIs - ALINA

Stage IB-IIIA

Wu Y, et al NEJM 2024. 

93.8%

63%

93.6%

63.7%

Median FU = 27.8 months



Can Patients with Other Oncogenic
Drivers Benefit from an Adjuvant TKI?

13
Friedleander A, et al. Biomarker Research 2024

LIBRETTO-432



Recommendation 6: For patients being considered for neoadjuvant or adjuvant systemic therapy, at a minimum, determination of 
EGFR and ALK alteration status is required.  Tumor proportion score measurement for determination of PD-L1 status should also be 
considered.

Agreement:  100%

Recommendation 19: For patients with stage II/IIIA disease with EGFR-sensitizing mutations, adjuvant Osimertinib is 
recommended.  Adjuvant platinum-based chemotherapy prior to Osimertinib is encourage.  For patients with stage IB (T3-4cmN0) 
disease, adjuvant Osimertinib alone is recommended.

Agreement:  94%

Recommendation 20: For patients with stage IB (tumors ≥ 4 cm) – IIIA disease with ALK alterations, adjuvant alectinib is 
recommended.  Adjuvant chemotherapy prior to alectinib can be considered at the discretion of the treating providers.

Agreement:  95%

IASLC Consensus Recommendations



7th edition
 TNM

Atezolizumab Overall Survival

Stage II-IIIA Stage II-IIIA
1-49% PD-L1 +

Stage II-IIIA
> 50% PD-L1 +

Felip E, et al.Ann Oncol 2023

The Data for Adjuvant Immune Checkpoint Inhibitors
Surgery              Chemotherapy              ICI

II



The Data for Adjuvant Immune Checkpoint Inhibitors
Surgery              Chemotherapy              ICI

7th edition
 TNM

Besse B, et.al. ESMO Immuo Oncology 
2023

Pembrolizumab Disease Free Survival

II



7th edition
 TNM

Felip E, et al.Ann Oncol 2023

Adjuvant Immune Checkpoint Inhibitors
Surgery              Chemotherapy              ICI

Trial NCT Number Sponsor
Start 
Date Phase Stage

Participants 
(n)

EGFR 
mutation/ALK 

rearrangement Intervention following surgery
Primary 

Endpoint
Completion 

Date

BR31/IFCT1401 NCT02273375
Canadian 
Cancer Trials 
Group

2014 3 IB-IIIA 
AJCC 7th

1415 Included
Arm A: (optional chemotherapy and RT if N2) Durvalumab 
(1 year); Arm B: (optional chemotherapy and RT if N2) 
placebo (1 year)

DFS 2024

ANVIL NCT02595944 National Cancer 
Institute (NCI)

2016 3 IB-IIIA 
AJCC 7th

903 Excluded
Arm A: (optional chemotherapy and RT) nivolumab (1 
year, Q4W); Arm B: (optional chemotherapy and RT) 
observation (1 year)

DFS, OS 2024

ALCHEMIST 
Chemo-IO

NCT04267848 National Cancer 
Institute (NCI)

2020 3 IIA-IIIB 
AJCC 8th

1210

Excluded 
(applicable to 

non-squamous 
NSCLC)

Arm A: platinum doublet (4 cycles, Q3W) then 
observation; Arm B: platinum doublet (4 cycles, Q3W) 
then pembrolizumab 17 cycles (Q3W) or 16 cycles (Q6W, 
after 10/14/2020); Arm C: platinum doublet plus 
pembrolizumab (4 cycles, Q3W), then pembrolizumab 13 
cycles (Q3W) or 12 cycles (Q6W, after 10/14/2020)

DFS 2024

NADIMADJUVANT NCT04564157 Fundaciόn 
GECP

2021 3 IB-IIIA 
AJCC 8th

210 Excluded
Arm A: Paclitaxel+carboplatin+nivolumab (4 cycles, 
Q3W) then nivolumab (6 cycles, Q4W); Arm B:
Paclitaxel+carboplatin (4 cycles, Q3W) then observation

DFS 2028

LungMate-008 NCT04772287
Shanghai 
Pulmonary 
Hospital

2021 3 II-IIIB
AJCC 8th

341 Excluded
Arm A: platinum doublet (4 cycles, Q3W) then 
toripalimab (4 cycles, Q3W); Arm B: platinum doublet (4 
cycles, Q3W) then placebo (4 cycles, Q3W)

DFS 2027

Did not meet primary endpoint 6/2024



What is the contribution of the adjuvant component?
CM 77T

90%
80%

70%

CM 816

Cascone T, et al. ESMO 2023

Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy              Surgery              ICI



95%

70%

95%

55%

Forde P, et al. NEJM 2022; Cascone T, et al. ESMO 2023

What is the contribution of the adjuvant component according to pathological response?

CM 816CM 77T

Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy              Surgery              ICI



Cascone T, et al. ASCO 2024

What is the contribution of the adjuvant component according to N status and pathological response?

CM 77T

Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy              Surgery              ICI



Prospective Evaluation of the Role of Adjuvant Therapy

Highlights importance of evaluating novel adjuvant regimens 

Adjuvant Immune Checkpoint Inhibitors
Neoadjuvant Therapy              Surgery              ICI



Study Neoadjuvant
(CT-IO vs. CT)

N EGRF/
ALK

Adjuvant 
(IO 1Y vs. Placebo)

Stage Primary 
Endpoint

DFS/EFS 
HR

DFS/EFS
Rate

OS
Rate

OS
HR

Neoadjuvant

CheckMate 816
(ELCC 2023)

Nivolumab + CT
(3 cycles)

358 Excluded 
(if known)

None IB-IIIA (7th ed.)
II-IIIB (8th ed.)

pCR
EFS

0.68 65% 2Y
57% 3Y

83% 2Y
78% 3Y

0.62

Perioperative (neoadjuvant + adjuvant)

AEGEAN
(AACR 2023)

Durvalumab + CT
(4 cycles) 802 Excluded Durvalumab IIA-IIIB (8th 

ed.)
pCR
EFS 0.68 63% 2Y NR NR

Keynote-671
(ASCO 2023)
(ESMO 2023)

Pembrolizumab + 
CB
(4 cycles)

786 Included Pembrolizumab II-IIIB (8th ed.) EFS
OS 0.59 62% 2Y

79% 2Y
71% 3Y
67% 4Y

0.72

CheckMate 77T
(ESMO 2023)

Nivolumab + CT
(4 cycles) 461 Excluded 

(if known) Nivolumab II-IIIB (8th ed.) EFS 0.58 70% 1.5Y NR NR

Neotorch
(ASCO 2023)

Toripalimab + CT
(3 cycles) 500 Excluded Toripalimab + CT (1 

cycle), Toripalimab II-III EFS
MPR

0.40
(stage 3)

65% 2Y
(stage 3) NR NR

RATIONALE -315
(ESMO 2023/24)

Tislelizumab + CT
(3-4 cycles) 453 Excluded Tislelizumab

(8 cycles) II-IIIA pCR 0.56 68.3% 2Y 88.6 2Y 0.62

Adjuvant. (different patient population)

IMpower 010
(WCLC 2022)
(ESMO 2023)

N/A 1280 Included CT mandatory 
Atezolizumab II-IIIA (8th ed.) DFS 0.66

(PD-L1≥1%) 75% 2Y 79% 4Y
0.71*
(PDL1-
≥1%)

Keynote-091
(ESMO 2022) N/A 1177 Included CT optional 

Pembrolizumab II-IIIA (8th ed.) DFS 0.76 73% 1.5Y 82% 3Y 0.87*

* Not significant

Summary of the Phase III Results in Resectable NSCLC



IASLC Consensus Recommendations

Recommendation 1: Patients should be evaluated by a multidisciplinary team to devise an individual treatment plan, ideally in a 
tumor board setting consisting of surgeons, medical oncologists, radiation oncologists, pathologists, pulmonologists, radiologists, and 
supportive care staff.

Agreement:  100%

Recommendation 7: Neoadjuvant chemoimmunotherapy is strongly preferred to upfront surgery for medically operation patients 
with resectable clinical stage IIIA or IIIB NSCLC at first presentation, irrespective of PD-L1 expression level.

Agreement:  94%

Recommendation 15: Neoadjuvant chemoimmunotherapy followed by surgery is preferred to upfront surgery for medically operable 
patients in technically resectable clinical stage II NSCLC at first presentation, regardless of PD-L1 expression

Agreement:  65% Nonconsensus Recommendations

Recommendation 8: Following surgery in patients who receive neoadjuvant chemoimmunotherapy, adjuvant immunotherapy can be 
considered.

Agreement:  94%



IASLC Consensus Recommendations



Take Home Message
1. Adjuvant osimertinib is the standard of care for patients with resectable early-stage NSCLC.

2.  Adjuvant alectinib is the standard of care for patients with resectable early-stage NSCLC.

3.  Important questions regarding duration of treatment, the role of adjuvant chemotherapy 
     and determining the benefit of TKIs for patients who have other types of oncogenic driven
     disease are being addressed.

4. Adjuvant immune checkpoint inhibitors after surgical resection and chemotherapy is an 
option for patients with early-stage resectable NSCLC.

5. Adjuvant immune checkpoint inhibitors after neoadjuvant chemotherapy plus immune 
     checkpoint inhibitors and surgical resection (perioperative regimen) is increasing as the  
     preferred regimen for the treatment of patients with  early-stage resectable NSCLC.

6. Important questions addressing who needs adjuvant immune checkpoint inhibitors after 
neoadjuvant chemotherapy + immune checkpoint inhibitors and strategies to enhance the 
efficacy of adjuvant treatment are being tackled.




