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• Young Oncology Committee 

• ESMO 

• My Mentor 

• My Collegues 
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Let’s push the rewind button….. 
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Morgillo et al. Cancer Research, 2006; 

Morgillo et al. Clinical Cancer Research, 2007;  

Morgillo and Lee, EOID, 2006; 

Morgillo and Lee, DRU, 2006; 
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Study of human NSCLC cell models with acquired  

Resistance to different tyrosine kinases inhibitors 

	

Morgillo et al. BJC, 2011 
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Morgillo et al. BJC, 2011 

	

EMT as a common mechanism of acquired resistance  

to different tyrosine kinases inhibitors 
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Schubbert Nature Reviews Cancer 7:295-308  
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Antitumor efficacy of MEK inhibitors in NSCLC resistant  

to tyrosine kinases inhibitors 

	

Morgillo et al. BJC, 2011 
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Schubbert Nature Reviews Cancer 7:295-308  
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RAF Inhibition in NSCLC resistant  

to tyrosine kinase inhibitors 

-  -  -  - + + + -  -  -  - + + + 

CALU-3 HCT116 

Sorafenib (0,5 µM) 

-  -  -  - + + + -  -  -  - + + + 

CALU-3 HCT116 

Sorafenib (0,5 µM) 

	

Morgillo et al. Plos ONE, 2012 

Martinelli, Troiani, Morgillo Clin Can Res, 2011 
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GEST: Gemcitabine Erlotinib and Sorafenib in lung Tumors  

 
Sorafenib in combination with erlotinib or with gemcitabine in elderly patients 

 with advanced non-small-cell lung cancer: a randomized phase II study  

 

	

Gridelli, Morgillo et al. Annals of Oncology, 2011 

NSCLC Patients 
Elderly (>70 years) 
Stage III/IV 
Ps ECOG 0-2 

Gemcitabine 1200 mg/mq days 1 and 8, q21 days for 6 cycles 
+ 

Sorafenib 800 mg/day until disease progression 

Erlotinib 150 mg/day 
+ 

Sorafenib 800 mg/day until disease progression 
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GEST: Gemcitabine Erlotinib and Sorafenib in lung Tumors 

Primary Endpoint  

 

 

	

Gridelli, Morgillo et al. Annals of Oncology, 2011 
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Schubbert Nature Reviews Cancer 7:295-308  
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Antitumor efficacy of ER-stress induced apoptosis in  

NSCLC resistant to EGFR tyrosine kinase inhibitors 

Morgillo et al. Lung Cancer, 2011 
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Synergistic effects of metformin treatment in combination with 

 gefitinib in LKB1 wild-type NSCLC cell lines  

 

	

Morgillo et al. Clin Can Res 2013, 2013 

Morgillo et al. EOID, 2013 
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Morgillo et al. Clin Can Res 2013, 2013 

Morgillo et al. EOID, 2013 
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METAL (METformin in Advanced Lung cancer) study: 

Phase II study of metformin plus erlotinib in second line 

therapy of stage IV NSCLC patients 

	

Safety run-in part 

 

Erlotinib: 150 mg, daily 

Metformin: dose escalation 

 

Phase II part 

 

Erlotinib: 150 mg, daily 

Metformin: recommended phase II dose 

 

STEP 1: 17 patients 

If >9/17 patients do not progress at 10 wks 

 

 

 

STEP 2: up to 52 patients 

Fasano, et al. Clin Lung Cancer, in press 2014 

Principal Investigator: Morgillo F 
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Ongoing studies  

• Discover new EMT-linked pathways  

• Development of in vivo models of acquired resistance 
in EGFR-addicted NSCLC tumors 

• Design new combinatorial strategies 

• Validation of liquid biopsy to monitor disease 
evolution 

• … 
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Thank you…again 

 

Dr Martinelli Erika 

Dr Troiani Teresa 

Dr Fasano Morena 

Dr Della Corte Carminia 

Dr Federica Papaccio 

Dr De Vita Ferdinando 

Dr Orditura Michele 

Dr Diadema Maria Rosaria 

Dr Cantile Flavia 

 

Our patients and their families 

My housband and my family 

	

ESMO 

 

Young Oncology Committee 

 

Prof Fortunato Ciardiello 

 

Prof Waun Ki Hong   (MD Anderson) 

Dr Ho-Young Lee      (MD Anderson) 

Dr John V. Heymach (MD Anderson) 
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