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ALK rearrangements in NSCLC 

Identified from cDNA 
screening library from 62yr 
male smoker adenocarcinoma 

http://www.royalmarsden.org/


ALK inhibitors in NSCLC 

http://www.royalmarsden.org/


PROFILE 1005; single arm phase 2, crizotinib, ALK FISH+ 

Kim et al. ASCO 2012 

Median PFS 8.1mo 

http://www.royalmarsden.org/


Retrospective OS survival analysis 

Shaw Lancet Oncol 2011 

Time (years) 

http://www.royalmarsden.org/


Crizotinib toxicities: PROFILE 1005 

Kim et al. ASCO 2012 

http://www.royalmarsden.org/


Clinical Issues: Hypogonadism 

Testosterone levels low 
(<241ng/dl) in: 

 

19/19 (100%) crizotinib treated 
men 

 

6/19 (32%) non-crizotinib treated 
metastatic NSCLC (p=0.0002) 

Weickhardt et al. Cancer (2012) 

http://www.royalmarsden.org/


Crizotinib resistance mechanisms: ALK dominant 

ALK kinase mutations 

C1156Y, L1196M 

 

 

Choi NEJM 2010; Camidge 2012 Nat Rev Clin Oncol 2012;  
Doebele Clin Canc Res 2012 

http://www.royalmarsden.org/


Crizotinib resistance mechanisms: ALK non-dominant 

Doebele Clin Canc Res 2012 

http://www.royalmarsden.org/


Unanswered questions for Target (ALK)-directed therapy 

1. Can other therapies improve (crizotinib) efficacy? 

 

 

2. Can other therapies improve (crizotinib) toxicity? 

 

 

3. What therapies should be given on acquired (crizotinib/EGFR-TKI) 
resistance? 

 

 

4. Which therapy minimizes primary (ALK) therapy-resistance? 

http://www.royalmarsden.org/


Future directions in Target (ALK)-directed therapy 

JTO 2011 Santa Monica suppl 

http://www.royalmarsden.org/


AUY922 Phase 2 data: ALK+ 

http://www.royalmarsden.org/


AUY922 Phase 2 data: EGFR M+ relapsed after EGFR-TKI 

Miller Lancet Oncol 2012 

LUX 1 

http://www.royalmarsden.org/


AP26113 first in human data 

http://www.royalmarsden.org/


LDK378 first in human data 

http://www.royalmarsden.org/


CH5424802 Interim data 

http://www.royalmarsden.org/


Unanswered questions for Target (ALK)-directed therapy 

1. Can other therapies improve (crizotinib) efficacy? 

 

 

2. Can other therapies improve (crizotinib) toxicity? 

 

 

3. What therapies should be given on acquired (crizotinib/EGFR-TKI) 
resistance? 

 

 

4. Which therapy minimizes primary ALK therapy-resistance? 

POSSIBLY 

POSSIBLY 

POTENTIAL FUTURE OPTIONS 

POTENTIAL FUTURE OPTIONS 
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