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„Lung	  Cancer“	  Highlights	  IASLC	  2013	  

Mauricio	  Lema	  Medina	  –	  Clínica	  de	  Oncología	  Astorga	  /	  Clínica	  SOMA,	  Medellín	  

Sydney	  –	  10.2013	  
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“Blue	  Ocean”	  vs.	  “Red	  Ocean”	  
DefiniRon	  

Red	  Ocean	  
  ExisRng	  market	  
  Fierce	  fight	  for	  market	  segments	  
  Fear	  of	  customer	  loss	  

Blue	  Ocean	  
  New	  uncontested	  market	  
  No	  compeRtors	  
  ExoRc	  pioneer	  in	  a	  new	  market	  
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E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  
for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  

E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  
for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  
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Bevacizumab	  extends	  survival	  beyond	  historical	  benchmark	  of	  1	  
year	  
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Sandler,	  et	  al.	  NEJM	  2006	  

E4599	  overall	  paSent	  populaSon	  

 
CP 

(n=444) 

 Bevacizumab 
15mg/kg + CP 

(n=434) 
HR 
(95% CI) 

0.79 
(0.67–0.92) 

p value 0.003 
Median OS 
(months) 10.3 12.3 

12.3	  10.3	  

L.	  Paz.Ares	  –	  EducaKonal	  Session	  
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Capuzzo	  et	  al.	  Lancet	  Oncol	  2010	  
E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  

E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  
for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  

Should	  we	  use	  it	  just	  because	  the	  PFS	  was	  be4er?	  
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L.	  Paz.Ares	  –	  EducaKonal	  Session	  

Unselected	  mNSCLC	  
´Red	  Ocean´	  World	  –	  Too	  many	  opRons	  
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“Blue	  Ocean”	  vs.	  “Red	  Ocean”	  
DefiniRon	  

Red	  Ocean	  

  Compete	  in	  exisRng	  market	  space	  
  Beat	  the	  compeRRon	  
  Exploit	  exisRng	  demand	  
  Make	  the	  value/cost	  trade-‐off	  
  Align	  the	  whole	  system	  of	  a	  company‘s	  acRviRes	  

with	  ist	  strategic	  choice	  of	  differenRaRon	  or	  low	  
cost	  
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O15.06	  -‐	  Randomized	  Phase	  III	  Trial	  of	  Gemcitabine	  (G)/CarboplaRn	  (C)	  with	  or	  
without	  Iniparib	  (I)	  in	  PaRents	  (Pts)	  with	  Previously	  Untreated	  Stage	  IV	  Squamous	  
Lung	  Cancer	  –	  Spigel	  D,	  et	  al	  
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Heat Shock Protein 90 (HSP90) 

•  HSP90 is a ubiquitous and highly-conserved molecular chaperone. 
–  Facilitates post-translational folding and stabilization of “client proteins.” 

–  Although expressed in normal tissues, HSP90 is up-regulated in response to cellular stress (e.g. 
anoxia, acidosis, etc).  

–  Without HSP90, client proteins become misfolded and subject  to ubiquitin-mediated proteasomal 
degradation.  

 

Banerji U. Clin Cancer Res 2009. 
Trepel J, et al. Nat Rev Cancer 2010. 

Tairpale M, et al. Nat Rev Mol Cell Biol 2010

Class Examples 
Steroid Receptors Androgen receptor, estrogen receptor, 

progesterone receptor, glucocorticoid 
receptor, mineralocorticoid receptor 

Transcription Factors STAT3, p53, heat shock factor 1, 
HIF1α, HIF2α, HIF3α 

Kinases HER2, AKT, MET, CDK4, BCR-ABL, 
mutant EGFR, mutant BRAF, KIT, 
EML4-ALK, VEGFR 

Miscellaneous Telomerase, BCL-2, Apaf-1 

HSP90 Function 

HSP40 

HSP70 

HSP40 

HSP70 

HSP90 

ATP 

Client Protein 
HSP90 Complex + Co-
chaperones 

Mature Client 

Proteosomal 
Degradation 

Patel HJ, et al. Expert Opin Drug Discov 2011. 
Taipale M, et al. Nat Rev Mol Cell Biol 2010 
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E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  for	  Advanced	  NSCLC	  (ID	  382)	  
G.	  Giaconne	  –	  EducaKonal	  Session	  
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Excellent	  2-‐yr	  OS…	  
Further	  study	  warranted	  
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E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  
for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  
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E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  
for	  Advanced	  NSCLC	  (ID	  382)	  

G.	  Giaconne	  –	  EducaKonal	  Session	  
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“Blue	  Ocean”	  vs.	  “Red	  Ocean”	  
DefiniRon	  

Blue	  Ocean	  

  Create	  uncontested	  market	  space	  
  Make	  the	  compeRRon	  irrelevant	  
  Create	  and	  capture	  new	  demand	  
  Break	  the	  value/cost	  trade-‐off	  	  
  Align	  the	  whole	  system	  of	  a	  company‘s	  acRviRes	  in	  

pursuit	  of	  differenRaRon	  and	  low	  cost	  

Kris MG, et al. ASCO 2011. CRA7506. Johnson BE, et al. IASLC WCLC 2011. Abstract O16.01 

Lung Cancer Molecular Consortium Analysis in Lung 
Adenocarcinomas 

No Mutation  
Detected KRAS 

22% 

EGFR 
17% EML4-AKL 

7% 

Double 
Mutants 3% 

BRAF 2% 
PIK3CA 2% 
HER2 

MET AMP 
MEK1 
NRAS 
AKT1 
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EURTAC: First-line Erlotinib vs Chemo in European 
Patients With EGFR Mutations 
  174 patients 

  Trial run in Europe (lead by Spanish group) 

Outcome CT Erlotinib HR P Value 
Response rate, % 15 58 - NR 
Median PFS, mos 5.2 9.7 0.37 < .0001 
Median OS, mos NR NR 0.80 .42 
Most common toxicities, 
% 

ALT elevation: 72 
Anemia: 46 

Neutropenia: 36 

ALT elevation: 80 
Rash: 80 

Diarrhea: 57 

Rosell R, et al. ASCO 2011. Abstract 7503. 

EURTAC: PFS in ITT Population 

Erlotinib (n = 86) 
Chemotherapy (n = 87) 

HR: 0.37 (95% CI: 0.25-0.54; log-
rank P < .0001) 
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Rosell R, et al. ASCO 2011. Abstract 7503. 
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  EML4-ALK frequency: 
~ 4% (64/1709) 

   Primarily in adenocarcinoma 
   More common in younger patients 
   More common in never-smokers 

  (~ 20%) 

Soda M, et al. Nature. 2007;448:561-566.  

EML4-ALK Translocations in NSCLC 

 
EML4 

EML4-ALK  
variant 1 

ALK 
1 1058 1620 

1059 1 

1 496 981 HELP 

TM 
Kinase 

WD Basic 

496 

ALK-Positive NSCLC and Impact of ALK Inhibition 

ALK Rearrangement  
in NSCLC 

  Rarely overlaps with EGFR and 
KRAS mutations  

  Clinical testing  

–  Break-apart FISH assay (FDA-
approved test) 

–  IHC 

–  RT-PCR 

Activity of ALK Inhibitor in Patients With Advanced 
ALK-FISH–Positive NSCLC (N = 82) 

Shaw AT, et al. ASCO 2011. Abstract 7507. 
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AlecSnib	  is	  a	  novel	  anS	  ALK	  
High	  acRvity	  aier	  ALK-‐directed	  therapy	  in	  ALK+	  NSCLC	  

Shirish	  et	  al.	  IASLC	  2013	  

G.	  Riely	  –	  EducaKonal	  Session	  
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G.	  Riely	  –	  EducaKonal	  Session	  

G.	  Riely	  –	  EducaKonal	  Session	  
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G.	  Riely	  –	  EducaKonal	  Session	  

Mila	  et	  al.	  JCO,	  2008	  

Riely	  et	  al.	  ASCO	  2012	  
G.	  Riely	  –	  EducaKonal	  Session	  
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G.	  Riely	  –	  EducaKonal	  Session	  

Engelman,	  Nature	  Medicine	  2008	  
G.	  Riely	  –	  EducaKonal	  Session	  
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Jane	  et	  al.	  Lancet	  Oncol	  2012	  
G.	  Riely	  –	  EducaKonal	  Session	  
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ROS1 Rearrangements in NSCLC: Clinical Implications 
  ROS1 rearrangements 

–  Similar phenotype to other mutations: scant or never 
smokers, adenocarcinoma histology, etc 

–  Responsive to TKI 

Bergethon K, et al. J Clin Oncol. 2012;30:863-870.  

Response of an ROS1-positive patient with advanced NSCLC to 
crizotinib. CT scans of the chest were obtained (A and C) at baseline 
and (B and D) after 12 wks of anti ROS1 TKI. Shown are (A and B) 
coronal reconstructions and (C and D) axial slices 
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E03.1	  -‐	  Maximising	  the	  Benefit	  of	  Chemotherapy	  for	  Advanced	  NSCLC	  (ID	  382)	  
G.	  Giaconne	  –	  EducaKonal	  Session	  
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Kris	  MG	  et	  al.	  IASLC	  2013	  

Kris	  MG	  et	  al.	  IASLC	  2013	  
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“Blue	  Ocean”	  Strategy	  	  
Quote	  

The only way  
to beat the competition  

is to stop trying  
to beat the competition. 

Renée	  Mauborgne	  

Where	  is	  YOUR	  Golden	  Egg?	  
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Conclusion	  
mNSCLC	  

We no longer can afford to treat ALL 
mNSCLC as if they are ONE 

disease   Diverse DRIVERS and TAILORED therapeutic strategies 
  EGFR 
  ALK/ROS, etc 

  Heterogeneous patient population with widely diverse tolerance 
  Age 
  Comorbidity 
  Performance 
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Dive	  into	  your 	   	  	  

	   	  Blue	  Ocean	  
mauriciolema@yahoo.com	  

Page	  	  62	  
YOUR	  LOGO	  

Back-‐up	  slides	  
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Diameter:	  5	  mm	  

Diameter:	  10	  mm	  

Similar	  overall	  performance	  compared	  to	  Fleishner	  Criteria	  
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CGA:	  Comprehensive	  Geriatric	  Assessment	  


