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Systemic treatment of metastatic NSCLC: How do 
we define progression and what is to be done? 
 

Response Evaluation Criteria in Solid Tumours: RECIST 1.1 

 

  

  

 

Eisenhauer, EJC 2009 
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Systemic treatment of metastatic NSCLC: How do 
we define progression and what is to be done? 
 

  

ESMO guideline 2014 

Annals of Oncology 2014 
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Systemic treatment of metastatic NSCLC: How do 
we define progression and what is to be done? 
 

Response Evaluation Criteria in Solid Tumours: RECIST 1.1 

 

1981: WHO-criteria focus tumor response: CLINICAL TRIALS 

2000: RECIST  minimum size 

    number of lesions (10) 

    unidimensional 

2009: RECIST 1.1 less lesions (5, 2 per organ) 

    non-measurable disease: PD overall disease 

    FDG-PET/MRI 

    assessment of LN  

  

 Eisenhauer, EJC 2009 
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Progressive Disease: RECIST 1.1 

- At least 20% increase in sum of diameters target 
lesions AND > 5 mm increase 

- New lesions 

- “unequivocal” progression non- target lesions 
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Nishino, am j rad 2010 

Progression in small lesions 
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Nishino, am j rad 2010 
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Clinical cases 

Promising drug 

Patient looks happy, 
holiday plans 

 

RECIST 1.1: 21% 

Drug with side effects 

Doubt about 
effectiveness 

 

RECIST 1.1: 19% 
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Recist RECIST? 

Lynch JCO 2010 
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Components of progression 

Litiere, EJC, 2014 
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Carboplatin-paclitaxel-bevacizumab 

Sandler, NEJM, 2006 
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Carboplatin-paclitaxel-bevacizumab 
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target lesion measurement by Response Evaluation Criteria in 

Solid Tumors (RECIST) and alternate methods.  

Crabb S J et al. JCO 2009;27:404-410 
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KRAS+ NSCLC, sorafenib-metformine 
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Topalian, NEJM 2012 

Immune related response  
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Frequency of response assessment 

RECIST 1.1: every 6-8 weeks 
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Soft versus hard endpoint 

Bhattacharya, JCO 2009 
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40% of pts progressive 6 weeks after first 
line treatment 

Time (Months)
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PFS: Primary Efficacy Endpoint

Pemetrexed

Placebo

Unadjusted HR: 0.62 (0.49-0.79)  

Patients at Risk

Pem + BSC 359 132 57 21 4 0

Plac+ BSC 180 52 15 5 0 0

Paz Ares, paramount 
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Median PFS ~ 6 months 

REVEL 

INTEREST 

Kim, Lancet, 2008; Garon Lancet 2014 
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Progression in daily practice 

1Eisenhauer, EJC 2009 
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Systemic treatment of metastatic NSCLC: 
How do we define progression and what 
is to be done? 
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Which patients should receive second 
and third line treatment? 
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PARMAMOUNT discontinuation treatment 

Pemetrexed  

(N=359) 

%* 

Placebo  

(N=180) 

%* 

Patients Receiving Post 

Discontinuation Therapy 
64 72 

Erlotinib 40 43 

Docetaxel† 32 43 

Gemcitabine 10 8 

Vinorelbine 8 6 

Investigational drug 6 4 

Carboplatin 5 4 

Paclitaxel 3 3 

Pemetrexed 2 4 

Cisplatin 1 2 
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ESMO consensus guideline 2014 

Annals Oncology, 2014 
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What kind of chemotherapy should be 
offered in second line? 
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Shepherd F A et al. JCO 2000;18:2095-2103 

Docetaxel > BSC 
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Mean QLQ-C30 scores at baseline and at last assessment. 

 Quality of life assessment of second-line docetaxel 

versus best supportive care 

Dancey, Lung Cancer, Volume 43, Issue 2, 2004, 183 - 194 
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Pemetrexed = docetaxel 

Hanna N et al. JCO 2004;22:1589-1597 
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ERLOTINIB > BSC 

Shepherd FA et al. N Engl J Med 2005;353:123-132 
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Gefitinib = docetaxel 

Kim, Lancet, 2008 



Comparable second-line OS with erlotinib vs 
chemotherapy in overall populations 

1-year survival rate 

35.7% Erlotinib 

38.5% Pemetrexed 
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1. Ciuleanu, et al. Lancet Oncol 2012; 2. Vamvakas, et al. ASCO 2010 
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34 

approved second line agents 

Docetaxel  

Erlotinib 

Pemetrexed 
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Tailor: primary endpoint OS 
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Garassino ,The Lancet Oncology, Volume 14, Issue 10, 2013, 981 - 988 

Erlotinib vs Docetaxel in WT NSCLC 
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37 

approved second line agents 

Docetaxel = comparator 

Erlotinib = tailor? 

Pemetrexed = first line option 
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Nintedanib 
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REVEL: Study Design 
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Overall Survival<br />ITT Population 
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endpoint comparator HR 

OS 

HR 

PFS 

Docetaxel OS placebo 7 mnts 10.6 wks 

Erlotinib OS placebo 0.70 0.61 

Nintedanib PFS docetaxel 0.94 0.79 

Ramucirumab OS docetaxel 0.86 0.76 

Second line treatment 
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JCO, 2014 
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Systemic treatment of metastatic NSCLC: 
How do we define progression and what 
is to be done? 
 

Defining progression = important as 2th line treatment 
improves outcome 

 

Defining progression = not simple in daily practice 

 

“clinical progression” 

 

New second line treatment options needed 
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BMJ 2006 
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