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Most important question for this panel?

All panellists from same discipline in era of multidisciplinary Mx:

• Would we have some (? significant) differences of opinion?
OR

• Consensus will be the norm rather than the exception ! 



Salient features/issues:
1.Drug developed & being 

used currently in China
2.Study only included stage 

IB patients (no indication 
for CTx)

3. Impressive HR = 0.2 
4.3 yr DFS rates (95% vs. 

87%)
5.DFS benefit + but OS 

data immature
6.No. of events low (n=13; 

2 vs. 11)



Salient features/issues:
1.Drug developed & being used 

currently in China
2.3rd generation TKI (∼ osimertinib)
3.Study included stage I-III patients (no 

data if eligible patients received CTx)
4.Single arm (no comparator)
5.Small study (n=66); retrospective 
6.1-yr DFS rate = 100% !
7.DFS & OS data both immature



Salient features/issues:
1.Study included stage IIIA
2.Erlotinib duration 2 yrs
3.Comparator = vinorelbine-

cisplatin (? justified as 
SOC in current era of 
better tolerated & equally 
effective CTx drugs) 

4.DFS benefit lost w/ time 
(2-yr 81% vs. 45%  5-yr 
48% vs. N/A)

5.OS (5-yr 85% vs. 51%) 
favored TKI arm [HR = 
0.32]



Salient features/issues:
1.Study included stage II-III
2.Gefitinib duration 2 yrs
3.Comparator arm = 

vinorelbine-cisplatin (? 
justified as SOC in current 
era of better tolerated & 
equally effective CTx drugs) 

4.DFS (36 m vs. 25m) & OS 
(5-yr 78% vs. 75%) favored
TKI arm

5.DFS benefit lost w/ time
6.no OS benefit



Real World Experience

• Mrs. LS, 52 years, no smoking history, r/o Punjab presented with 
H/o cough x 6 months & hemoptysis x 2 months  HOV

• CECT Thorax: 4.5 x 4.0 cm LUL mass closely abutting mediastinum
• FOB: Lt VC palsy, LUL bronchus completely occluded with 

polypoidal growth  Endobronchial biopsy: adenocarcinoma NOS
• PET-CT  FDG avid (SUVmax 10.5) 6.0 x 5.8 x 

5.1 cm LUL spiculated mass abutting 
mediastinal pleura & extending into Lt hilum 
with ill-defined interface with Lt Pul A. 

• Clinical stage: T4N1M0 (IIIA) ECOG PS 0
• NACT (pemetrexed-cisplatin) started



Real World Experience

• Reflex molecular testing (tissue): EGFR Exon 19 del M+ (others –ve)
• C2 onwards gefitinib added to chemotherapy
• Surgical opinion after C2  3+ cycles then reassess
• Tolerated Rx well (Dose intensity ≈ 95%; Grade 2 

fatigue/anorexia)
• Repeat PET-CT (after C5)  FDG avid (SUVmax 7.0) 

3.5 x 3.0 x 2.4 cm LUL ant. segment mass abutting 
mediastinum & extending into Lt hilum with ill-
defined interface with Lt Pul A. Metabolic & 
radiological PR (RECIST – 42% ↓ ; WHO – 70% ↓)



Real World Experience

• Plan: surgical review (if R0/R1 feasible) else to shift to concurrent 
chemo-radiation

• Patient underwent thoracotomy and LUL lobectomy with sleeve 
resection of Lt main pulmonary A. + SLND

• Final Stage : G2 acinar predominant invasive adenocarcinoma 
ypT2a N0 (IB) [3.5 x 3.2 cm; all 8 LN -ve] R0 L0 V0 Pl0 STAS –ve. 
Residual tumor >10%

• Adjuvant osimertinib initiated 



Adjuvant TKI for resected EGFR mutated NSCLC

• Which drug?
• Monotherapy OR combination?
• Which disease or patient characteristics define eligibility?
• For how long?
• Criteria for stopping treatment?
• What are preferred endpoints of efficacy?
• What is magnitude of outcomes that would make adjuvant TKI 

as the preferred treatment?



Trial EVAN IMPACT ADJUVANT ADAURA
Phase II III III III
Number 102 232 222 682
Stages IIIA II-III II-IIIA IB-IIIA
Drug Erlotinib vs. 

Vin-Cis
Gefitinib vs. 
Vin-Cis

Gefitinib vs. 
Vin-Cis

Osimertinib vs. 
Placebo

Duration 2 years 2 years 2 years 3 years
DFS 5-yr 48% vs. NA

HR =0.38
2-yr 81% vs. 45%

5-yr 32% vs. 34%
HR = 0.92

5-yr 23% vs. 23% 3-yr 84% vs. 34% (II-IIIA)
HR = 0.23
3-yr 85% vs. 44% (IBꟷIIIA)
HR = 0.27

OS 84m vs. 61m
5-yr 85% vs. 51%
HR = 0.32

Median NR
5-yr 78% vs. 75%
HR = 1.03

76m vs. 63m
5-yr 53% vs. 51%
HR = 0.92

N.A. (Immature)



Do you know when you were born?



Adjuvant TKI for resected EGFR mutated NSCLC

• Which drug?

 1st Generation: Erlotinib / Gefitinib 

 2nd Generation: Afatinib / Dacomitinib

 3rd Generation: Osimertinib

 Generation ‘X’ : Amivantamab

 Generation ‘Z’: Drugs Not Available locally (icotinib / aumolertinib)



Adjuvant TKI for resected EGFR mutated NSCLC

• Monotherapy Or Combination?

 1st Generation: Erlotinib / Gefitinib 

 2nd Generation: Afatinib / Dacomitinib

 3rd Generation: Osimertinib

 Generation ‘X’ : Amivantamab

• Combination with 
 Pemetrexed-Carboplatin?
 VEGF inhibitor : Bevacizumab / Ramucirumab?



Adjuvant TKI for resected EGFR mutated NSCLC

• Which disease or patient characteristics define eligibility?

 Disease Stage: IA / IB / II / IIIA / IIIB (T3N2 / T4N2)

 Clinical Stage vs. Pathological Stage?

 Type of mutation: 

 Common (Exon 19 Del & L858R)

 Uncommon (other than Exon 20 Ins): L861Q / G719X / S768I

 Exon 20 Ins

 Dual mutations (including denovo T790M)



Adjuvant TKI for resected EGFR mutated NSCLC

• How long?

 2 years

 3 years

 5 years

 Till disease relapse OR unacceptable clinical / financial toxicity 



Adjuvant TKI for resected EGFR mutated NSCLC

• Endpoints for treatment efficacy?

 DFS benefit

 DFS + OS benefit

 OS benefit irrespective of DFS benefit

 DFS benefit but w/o worsening (?stable/improvement) in QOL/PROs

 DFS benefit but w/o grade 3 drug related AEs

 OS benefit even if a/w worsening / no improvement in QOL/PROs



Adjuvant TKI for resected EGFR mutated NSCLC

• Magnitude of benefit desired

 Improvement in 5-year OS: ≥ 5% vs. ≥ 10% vs. ≥ 15% 

 DFS benefit sustained for ≥ 4 years

 HR for DFS ≤ 0.33

 Any other?



What is ‘resectable’ NSCLC?

1. No evidence of extra-thoracic metastases

2. No evidence of intra-thoracic metastases 

3. N3 disease has been ruled out 

4. N2 disease is not bulky or multi-station

5. Primary lesion is amenable to R0 resection



Real World Experience

• Mrs. AB, 57 years, no smoking history, r/o Himachal Pradesh 
• No respiratory complaints
• Incidentally detected to have LUZ nodule 

on Chest radiograph while undergoing 
pre-operative evaluation for uterine 
fibroids in March 2022. 

• Following hysterectomy, referred to 
Pulmonology / Lung Cancer Clinic



• HRCT thorax  PET-CT scan : 3.0 x 2.0 cm LUL 
FDG avid (SUVmax 6.8) spiculated lesion in LUL 
lingular segment; non-FDG avid sub-cm 
pleural based GGNs (2) in LLL; Faintly FDG 
avid sub-cm 2R/4R/6 LN; FDG avid (SUVmax
5.0) sub-cm nodular lesion in Lt adrenal 
gland; FDG avid (SUVmax 7.6) in D12 vertebra. 

• PET guided biopsy from LUL (same scan)
Adenocarcinoma (lepidic predominant)



Real World Dilemma

• Stage ? T1c N3 M1c (IVB)
• In view of primary lesion being resectable and doubt about 

involvement of mediastinal lymph nodes and extra-thoracic 
metastases, the plan as discussed with and agreed by 
patient/family was:

1. PET guided biopsy from adrenal / vertebral lesions
2. If both in #1 came out as negative  to do a staging EBUS-TBNA 
3. If #2 ruled out N3 disease  surgical resection
4. Simultaneously send ddPCR liquid biopsy for EGFR mutations 

(while tissue was being processed for reflex molecular testing) 



Real World Experience

• Patient took second opinion(s) and got MRI brain + spine (-ve) & 
abdomen (one lesion each in both adrenal glands – Lt 1.7 x 1.2 cm). 

• Chemotherapy started (pemetrexed-cisplatin)
• Assessment for PET guided biopsy done (after C1)  D12 vertebra 

(marrow) uptake resolved; Lt adrenal nodule 0.8 x 0.6 cm  biopsy 
deemed to be technically not feasible

• ALK (D5F3 IHC) –ve; ROS1 screening (D4D6 IHC) –ve ; PD-L1 (SP263 
IHC) <1% ; liquid biopsy ddPCR (for EGFR mutations) –ve

• EGFR RT-PCR (tissue) : exon 19 deletion
• Plan discussed w/ pt/family: inability to exclude metastatic disease 
 Rx changed to pemetrexed + carboplatin + gefitinib (w.e.f. C2)



Real World Experience

• After C3 (C2 of Pem-Carbo-Gef)  gr 2 mucositis / transaminitis
• Unwilling for further chemotherapy  shifted to afatinib
• Repeat PET-CT (3 months from Dx): Non-FDG avid 3.0 x 1.5 cm LUL 

lingula nodule; no metabolically active lesion elsewhere.
• Underwent VATS guided LUL lobectomy + SLND in July 2022
• Final Stage : G2 acinar predominant adenocarcinoma ypT1b N0 

(IA2) [2.0 x 1.8 cm; all 14 LN -ve] R0 L0 V0 STAS –ve
• Rx plan (discussed in institutional MD meeting & agreed to by  pt

/family: afatinib continued (can’t afford osimertinib). 
• 4m post-op doing fine: repeat imaging planned at 6m



What is ‘resectable’ NSCLC?

1. No evidence of (widespread) extra-thoracic or intra-thoracic 
metastases (by imaging + cytological and/or histopathological 
sampling)

2. N3 disease has been ruled out (by imaging + endoscopic 
and/or surgical sampling)

3. N2 disease is not bulky or multi-station (either upfront OR 
after neoadjuvant treatment)

4. Primary lesion is deemed amenable to R0 resection (either 
upfront OR after neoadjuvant treatment)



Liu SY et al. J Clin Oncol 2022; 40(3): 217–20



Pellini B et al. J Clin Oncol 2022; 40(6): 567–75



Beyond EGFR targeted Rx?

Thai AA et al. Lancet 2021 398: 535–54

Tan AC et al. J Clin Oncol 2022; 40(6): 611–25



Tan AC et al. J Clin Oncol 2022; 40(6): 611–25



Passaro A, et al. J Clin Oncol 2022; 40(25): 2871-77







Fully In-person Fully Virtual
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