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MISSION: Study Objective and Design 

• Objective 

– To compare the efficacy and safety of sorafenib plus BSC with BSC alone in patients with 

relapsed or refractory, advanced, predominantly non-squamous NSCLC with disease 

progression after two or three prior treatment regimens 

• Design 

 Randomized, double-blind, placebo-controlled phase III trial conducted  

in 31 countries in Europe, North and South America, and Asia Pacific. 

 

916LBA 



 

MISSION: Overall Survival 

*one-sided stratified log-rank test  

HR: 0.9934 

95% Cl: 0.8409, 1.1735 

P  = 0.4687* 

 
Sorafenib  

Median: 248 days – 8.2 mo 

 

Placebo 

Median: 253 days – 8.3 mo 



MISSION:Progression-Free Survival 

*one-sided stratified log-rank test  

HR: 0.6068 

95% Cl: 0.5139, 0.7165 

P  < 0.0001* 

 
Sorafenib  

Median: 84 days – 2.8 mo 

 

Placebo 

Median: 43 days – 1.4 mo 



LUX LUNG 1 (3- 4-line) : overall survival 

Miller VA et al, Lancet Oncology 2012 



LUX LUNG 1 (3- 4-line) : PFS  

Miller VA et al, Lancet Oncology 2012 



       IN THE MISSION AND LUX-1 TRIALS PFS BENEFIT      

  BUT NO SURVIVAL BENEFIT: 

 

       - Effect on survival of subsequent lines therapies even 

 after 3 or 4 treatment line? 

 (very selected patients receiving multiple treatment lines)  
 

       - In this subset of patients considering the palliative  

 setting can be PFS a reliable study endpoint ? 

   

3 AND 4-LINES THERAPIES IN ADVANCED  NSCLC 



 

         IS THERE  A  ROLE  FOR  3- AND  4-LINE   

 

        TREATMENTS   IN   ADVANCED  NSCLC ?   

   



 

 3- AND 4-LINE THERAPIES IN ADVANCED NSCLC: ISSUES 

 

- Large tumor burden 

 

- Drugs resistance 

 

- Often included in clinical trial patients with poor 

  clinical condition (“the last opportunity”) 

 

- Reduced tolerability to drugs 

 

- Primary study endpoint? (OS,PFS,QoL, symptoms relief) 

 

- To date no positive trial without a molecular marker 

 



 

 

 

 

 

 

 

 

 

 

    IS THERE  A  POTENTIAL ROLE  FOR  MULTITARGETED 

 

     ANTIANGIOGENETIC  AGENTS  IN   ADVANCED  NSCLC ? 

   



Scagliotti  GV et al, Oncologist 2012 

http://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click on image to zoom&p=PMC3&id=3227980_onc00510-0590-t02.jpg


Overall Survival 
NEXUS trial NEXUS trial 



377 300 83 34 CPP 462 1 5 13 157 426 

354 268 86 47 CPS 464 1 7 16 155 406 

ESCAPE TRIAL: Overall Survival 

HR = 1.16  

95% CI: 0.95, 1.43 

P = 0.930 
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Scagliotti G et al, J Clin Oncol 2010 



PHASE II PHASE III 





Ellis M et al, Crit Rev Oncol Hematol 2012 



 

       MULTITARGETED ANTIANGIOGENETIC AGENTS: 

                       THE  REAL  PROBLEM   
   

 Drugs with a leading target (VEGF) with no 

predictive factors for efficacy and no opportunity   

for patients  selection        

   



ANGIANGIOGENETIC AGENTS:                        

PREDICTIVE FACTORS ? 

 There are no firmly established markers to 

measure antiangiogenic efficacy in vivo and select 

patients 

 Potential markers currently being evaluated, 

include 

– serum, plasma and urine soluble proteins/receptors 

– imaging  

in vivo blood flow and/or capillary permeability  

measurement (CT, MRI, ultrasound)  

in vivo metabolic/proliferative imaging techniques (PET) 

– microvessel density 



 

Exploratory analysis: OS and PFS in Patients with 

EGFR Mutation in Tumor or Plasma 

OS 

• Sorafenib N=44; Placebo N=45  

• HR=0.48 (95% CI 0.3,0.76)  

• P-value=0.002  

• Sorafenib median OS= 13.9 mo (423d)  

• Placebo median OS= 6.5 mo (197d) 

 

 

 

Biomarker*treatment interaction analysis: p-value=0.023 

PFS 

• Sorafenib N=44; Placebo N=45  

• HR=0.27 (95% CI 0.16,0.46)  

• P-value<0.001  

• Sorafenib median PFS= 2.7 mo (83d) 

• Placebo median PFS= 1.4 mo (42d) 

 

 

 

Mok TS, et al. ESMO 2012, Abstract LBA 9. 

Biomarker*treatment interaction analysis: p-value=0.015 



• 742 patients enrolled 

• Stage IIIB/IV NSCLC who 

have failed two or more prior 

regimens 

• ECOG PS 0-2 
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Talactoferrin alfa 1.5 g BID 

12 weeks on, 2 weeks off 

Up to 5 cycles or until disease 

progression 

+ BSC 

Placebo BID 

12 weeks on, 2 weeks off 

Up to 5 cycles or until disease 

progression 

 + BSC 

2:1 

Primary endpoint: Overall survival  

Secondary endpoints: 6-month and 1-year survival rate, PFS, ORR, DSR, safety and tolerability 

FORTIS-M: Randomized, Double-Blind, Placebo-Controlled Study of Oral 

Talactoferrin Alfa in Relapsed Advanced NSCLC 

LBA2347 



FORTIS-M: Primary Endpoint – Overall Survival 

(ITT Population) 

Median OS of 7.66 Months in the placebo arm, 7.49 Months in the talactoferrin arm 

HR = 1.04 (0.873, 1.24) 

P=0.6602 (two-sided) 



FORTIS-M: Secondary Endpoint – PFS  

 

Median PFS in the talactoferrin arm was 1.68 months compared to 1.64 months for placebo. 

HR = 0.99 (0.835, 1.16),  

P=0.8073 (two-sided) 





1972 



2012 

http://annonc.oxfordjournals.org/content/current
http://annonc.oxfordjournals.org/content/current


 

        ABOUT 40 YEARS OF INVESTIGATION 

 

          NO POSITIVE LARGE PHASE III STUDY 

 

          NO REGISTERED DRUG IN LUNG CANCER 

 

      

   

   

    IMMUNOTHERAPY  OF  LUNG CANCER    
 



Finn OJ, Ann Oncol  2012. 



Finn OJ, Ann Oncol  2012. 



Bradbury P et al, J Thorac Oncol, 2008. 



- Unfortunately, such as in the FORTIS M trial, usually 

immunotherapy used in pretreated patients and in very 

advanced disease (high cancer immune evasion) 

 

- No biomarkers to select patients that can experience 

the greatest benefit 

   

    IMMUNOTHERAPY  OF  LUNG CANCER    
 



Thomas A et al, Lancet Oncology 2012 

   Unfortunately trial stopped due to company problems 



Thomas A et al, Lancet Oncology 2012 


