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Case...discussion points 

• Treatment of cN2(discrete, 

single N2)disease 

• Treatment of lung cancer with 

EGFR mutation (Del 19). Choice 

of TKI 

• Treatment of acquired 

resistance due to T790M 



? 

Pictures are from ACCP guideline for non-invasive mediastinal staging, 2007 



Progression free survival Overall survival (primary endpoint) 

HR 0.77 (95% CI 0.62-0.96): p=0.017 HR 0.87 (95% CI 0.70-1.10): p=0.24 
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Radiotherapy plus chemotherapy with or without surgical resection for stage III NSCLC:  
a phase III randomized controlled trial (INT0139)  

Albain et al., Lancet 2009 



Phase III study of surgery vs. definitive concurrent chemoradiotherapy boost in patients 

with operable (stage IIIA(N2)/selected IIIb (sel IIIB) NSCLC following induction 

chemotherapy and concurrent CRTx (ESPATUE).  

Eberhardt et al., Abstr 7510 et al. ASCO 2014 

Randomized controlled trial of resection vs. radiotherapy after induction 
chemotherapy in stage IIA-N2 NSCLC (EORTC) 
van Meerbeeck et al., J Natl Cancer Inst, 2007 

http://meetinglibrary.asco.org/SLTracks/2014 ASCO Annual Meeting?media=sl


EFS OS 

• Resectable stage IIIA/N2 NSCLC 

• PS 0–1 

• Adequate organ function (n=232) 

R 
1:1 

Treatment Median EFS (95% CI) 

RT 12.8 (9.7,  22.9) 

No RT  11.6 (8.4, 15.2) 

HR 1.1 (95% CI 0.8, 1.4)       p=0.67 

Treatment Median OS (95% CI) 

RT 37.1 (22.6, 50.0) 

No RT  26.2 (19.9, 52.1) 

HR 1.0 (95% CI 0.7, 1.4)        p=0.938 

N=117 

N=115 

Surgery N=99 

Surgery N=94 

SAKK 16/00 trial 

Interpretation Radiotherapy did not add any benefit to induction chemotherapy followed by surgery 



HR=0.87, p=0.007 
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The Lancet, 2014; 383, 1561 - 1571 



Discrete mediastinal node involvement 
 
In patients with discrete N2 involvement by NSCLC identified preoperatively (IIIA),  

3.5.2. either definitive chemoradiation therapy or induction therapy followed by 

surgery is recommended over either surgery or radiation alone (Grade 1A) . 

3.5.3. primary  surgical resection followed by adjuvant therapy is not recommended 

(Grade 1C) . 

2013 ACCP guidelines 
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HR 0.89 (95% CI, 
0.82 to 
0.96;P=.005) 

5-year absolute 
benefit of 5.4%  

However, how many of these 
patients were discrete N2 is 
unknown 



Conclusions: the relative hazards of postoperative 
CTx compared with preoperative CTx was 0.99 
(0.81–1.21; p   0.91).  
In patients with resectable lung cancer, there was 
no evidence of a difference OS and DFS between 
postoperative versus preoperative CTx 

10/10 included N2 

12/24included N2 

Preoperative vs. postoperative chemotherapy in patients with resectable NSCLC:  
Systematic review of indirect comparison meta-analyisis of randomized trials 

Lim et al., J Thorac Oncol, 4:1380-1388, 2009 
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Summary... 
Peri-operative chemo/radiotherapy for N2 disease 

Conclusion 
Something is better than nothing !? 
However N2 is very heterogeneous... 
Patient subsets between the trials are not same 



JCOG Lung cancer group questionnaire survey (2013) 
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• Q2: Should the patient receive adjuvant therapy? 
A2:Cisplatin-Pemetrexed for 4 cycles 

 

What is the most appropriate regimen for adjuvant 
platinum doublet? 

Pignon et al., 2008  

Kreuter et al., ASCO 2011, Ann Oncol 2013 

Randomized P-II trial on early stage NSCLC 
adjuvant CTx with Cis/Pem vs. Cis/Vnr: TREAT 
 
Conclusion: Adjuvant chemotherapy with CPx is 
safe and feasible with less toxicity and superior 
dose delivery compared with CVb. 

Cis/Pem 

Cis/Vinorelbine 
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Recurrence after 15months 

• mediastinal nodes, liver and bone mets with EGFR gene 
exon 19 deletion 

• Q4: What would be the appropriate therapy? 
A4: The patient received afatinib, resulting in significant response 

 

 

 

 

 

Choice of EGFR TKI? 

 



Phase III studies comparing chemotherapy with EGFR-
TKIs for EGFR mu+ patients 

study subject EGFR-TKI 
PFS HR  

PFS(95%CI) 

OS 

N TKI CTx TKI CTx 

NEJ002 Japanese gefitinib 228 10.8 5.4 
0.32 

 (0.24-0.44) 
27.7 26.6 

WJTOG3405 Japanese   gefitinib 172 96* 66 
052 

 (038-072) 
35.5 

 

38.8 

 

OPTIMAL Chinese erlotinib 154 13.7* 4.6 
0.16 

 (0.10-0.26) 
22.7 28.9 

EURTAC European erlotinib 173 10.4* 5.1 
0.3 

7(0.25-0.54) 
22.9 20.8 

Lux Lung 3 
Caucasian 26% 

Asian 72% 
afatinib 345 

11.1 

(13.6*) 
6.9 

0.58 

(0.43-0.78) 

28.2 

(31.6*) 

28.2 

(28.2*) 

Lux Lung 6 Asian afatinib 365 11.0 5.6 
0.28 

80.20-0.39) 

23.1 

(23.6*) 

23.5 

(23.5*) 

LL3+6 

combined 
 Del 19+L858R afatinib 631 

0.81 

(0.66-0.99) 
27.3 24.3 

del 19 afatinib 355 
0.59 

(0.45-0.77) 
31.7 20.7 

L858R afatinib 276 
1.25 

(0.92-1.71) 
22.1 26.9 

*common mutation 

> 
< 



Lux Lung 7 

Lux Lung 7 Park et al, ESMO Asia 2015 



Acquired resistance after 14 months 

• brain and liver mets with T790M 
 Patient is receiving AZD9291 (osimertinib) 

 

• Benefit of the 3rd generation EGFR-TKI? 



9.6M 2.8M 

 ORR 61% (95% CI 52-70%) 

AZD9291 activity in patients with EGFR-mutant 

advanced NSCLC and brain metastases: data from 

Phase II studies 
Ahn et al., ECCO/ESMO 2015 

in US, EU 



Summary 
• N2 disease is very heterogeneous 

• discrete ~ bulky N2 disease is associated with  poor prognosis 

• Treatments are still controvesial 

• New modality? 

• Surgery + EGFR-TKI for FISH/IHC (RADIANT), Surgery + chem /Bev 

(E1505), Surgery+ MAGE(MAGRIT)   all negative!! 

• Ongoing 

• Surgery+ TKI for EGFR mu/ALK fusion 

• Surgery +PD-1/PD-L1 Ab 

• Patients with EGFR mutation 

• Choice of different TKI for different EGFR mutation is still controversial 

• Molecular testing at the time of recurrence  is a must 

• 3rd Generation EGFR TKI has promising activity for T790M mediated 

resistance 




