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Adjuvant Chemotherapy in NSCLC: cisplatin doublet standard of care

Absolute 
survival benefit 

of 8.4% at 7 
years

Approximately 30% of patients with NSCLC 
present with resectable disease at 
diagnosis(1ꟷ3) 

surgery is the primary treatment(4,5)

Adjuvant cisplatin-based chemotherapy is 
recommended for patients with resected 
stage IIꟷIIIA NSCLC and select patients with 
stage IB disease (6)
associated with only a 16% DFS risk reduction 
and 5% OS benefit at 5 years (7)

Disease recurrence or death remain high 
across disease stages, regardless of 
postoperative chemotherapy use(7)
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Scope to improve outcomes in resectable EGFR mutated 
NSCLC ???



20-75 years

pathologic 
stage II-III 
NSCLC (AJCC 
7)

ECOG PS 0/1

Tumours
with exon 19 
deletion (Del 
19) or L858R 
EGFR gene 
mutation

detected 
using a 
commercially 
available 
method 
approved in 
Japan

 Some Exclusion criteria

Synchronous and 
metachronous cancer

previous treatment with 
anticancer agents or 

radiotherapy
severe postoperative 

complications, interstitial 
pneumonitis

Multicenter, open-label, randomized phase III trial in Japan: 
September 2011 till December 2015 

Gefitinib
250 mg once daily for 24 

monthscomplete surgical 
resections via either 
lobectomy or
pneumonectomy with 
mediastinal lymph 
node dissection
within 3-8 weeks 

Primary End point
Disease free survival (DFS)

Secondary end points
OS, safety profile, recurrence

types (local v distant), and adverse events

Randomisation 
1:1 ratio

Cisplatin (80 mg/m2 on 
day 1) plus vinorelbine (25 

mg/m2 on days 1 and 8
once every 3 weeks for 

four cycles

Follow up:
Chest radiographs and
physical examination every 8 
weeks
CE chest and abdominal CT 
every 6 months
Brain MRI and whole-body PET-
CT every 1 year until trial 
discontinuation

Post operative Radiotherapy not permitted 



Patients randomly 
assigned
(N = 234)

Allocated to gefitinib
(n = 118)

ITT (n = 116)
Treated with gefitinib

SAS (n = 115)

Completed protocol 
treatment (n = 70)

Death: n=37 
Alive: n=71
LTFU: n=8

Allocated to cis/vin
(n = 116)

ITT (n = 116)
Treated with cis/vin

SAS (n = 115)

Completed protocol 
treatment (n = 89)

Death: n=35 
Alive: n=71
LTFU: n=10

61% 
patients: 
gefitinib 

for 2 years 

completion 
rate of four 
cycles: 78%



Patient Characteristics: well balanced 
between the 2 groups 

65% 
patients: 

pathologic
stage III 
disease



Data cutoff: December 24, 2020 Median follow-up 70 
months

mDFS after completion of gefitinib: 
29.8 m



Subgroup analyses of OS with respect to baseline characteristics: 
No apparent difference in the treatment efficacy between the 2 

groups



Safety

Grade 4 or greater 
adverse events:

five patients (4%) in 
the gefitinib group
71 patients (62%) 
in the cis/vin group

3 treatment related 
deaths in chemo gp

Grade ¾ AE
42% vs 90% 

Chemo: more 
neutropenia, 

febrile 
neutropenia 

Gefitinib : more 
diarrhoea, rashes 
, mucositis : less 

Grade ¾ 

ALT increase 25% 
Grade ¾ 

No ILD



CNS recurrence rate

26 of 86 [30%] in the gefitinib group

14 of 76 [18%] in the cis/vin group



Gefitinib Arm Cis/Vin Arm

Subsequent Therapy 

Crossover to cis/vin to EGFR-TKI (59 of 71, 83%)
Crossover from gefitinib to chemotherapy (23 of 66, 35%)

When the second and third subsequent regimens were included, 34 of 66 (52%) patients in the 
gefitinib group received chemotherapy

How many received 3rd generation EGFR TKI in each arm???



Author conclusions 
• Gefitinib as postoperative adjuvant therapy for patients with resected stage II-III 

NSCLC harboring EGFR mutations was not beneficial in prolonging DFS and OS

• Platinum-doublet therapy should remain the standard of care followed by 
adjuvant osimertinib when available

• For select patient subsets with contraindications to this approach, adjuvant 
gefitinib could be considered as an alternative

• This was not a noninferiority trial



EVIDENCE Trial: m FU approx. 25 months
3-year disease-free survival 63·9% in the icotinib group and 32·5% in the chemotherapy 

group. Overall survival data are immature





ADAURA



ADAURA ESMO 2022 
update 



The road ahead…..

• OS data for ADAURA awaited 
• To define which subpopulation will benefit 

• Biomarker?
• Duration of TKIs
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