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Anaplastic lymphoma kinase gene rearrangement
and non-small cell lung cancer management: a step
forward in personalized therapy
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Dear Editor, NSCLC expressing the EML4-ALK fusion protein (2). The
results were recently reported for a clinical trial in which 82
We greatly enjoyed reading the thought-provoking article =~ ALK-positive patients were evaluated for the therapeutic

by Lopes et al. in a recent issue of your esteemed journal (1). efficacy of crizotinib (6). The results were quite promising,
Interestingly, in recent years, data have emerged regarding demonstrating an overall response rate of 57% (46 partial
a role for EML4 (echinoderm microtubule-associated pro- ~ responses and 1 complete response) and a 33% stable

tein-like 4)-ALK (anaplastic lymphoma kinase) in persona-  disease rate (27 patients) (2). Of the 82 patients, 63 (77%)
lized treatment for advanced non-small-cell lung cancer continued to receive crizotinib at the time of data cut Off,
(NSCLC) (2,3). EML4-ALK undergoes constitutive dimer- and the estimated probability of a 6-month progression-free

ization through the interaction between the coil-coil survival was 72% (2). Thus, the refined understanding of the
domains within the EML4 region of each monomer, thereby NSCLC molecular profile described over the last decade has
activating ALK and promoting oncogenic activity (4). proven to be an important tool to help medical oncologists
EML4-ALK fusion, EGFR, and KRAS mutations are all develop new approaches for NSCLC treatment. Despite the
mutually exclusive, implicating ALK rearrangement as a small frequency of advanced NSCLC patients who present

potential therapeutic target in EGFR wild-type and KRAS ~ with EML4-ALK fusion (2.4 to 6.7%) (1), we believe that all
wild-type lung cancers (5). Nevertheless, Lopes’ study (1) patients in this setting should haye the opportunity to
raises some interesting questions. Was patient selection for ~ Iece1ve such Innovative therapies and apprpaches.
the study carried out appropriately? Did the study provide However, further studies are 'warra.nted to establish the
a representative sample of the Latin-American population, ~ appropriate pharmaco-economic profiles.

as described in the paper? Could immunohistochemistry be

substituted for fluorescence in situ hybridization? Which =~ M REFERENCES

technique is more appropriate for clinical practice? Should 1. Lopes LF, Bacchi CE. Anaplastic lymphoma kinase gene rearrangement
we perform this analysis in a specific subset of patients or in in non(-S)mall-cel}l1 lur/\g;dc?cer i;l a Bre}zillian /popu(lati)on. Clinics.
: 2 e EPREp : 2012;67(7):845-7, http: x.doi.org/10.6061/clinics /2012(07)23.
all advanced NSCLC patlents. In addltlon' it 15 ,lntereStlng 2. Araujo A, Coelho A, de Mello R, Azevedo I, Soares M, Queiroga H, et al.
to speculate whether EML4_ALK—targeted theraples may be Personalizing medicine - strategies for implementing the evaluation of ALK
relevant for clinicians, although patients positive for the rearrangement in non-small-cell lung cancer in Portugal. Rev Port Pneumol.
_ ; 5 2012;18(5):244-6, http:/ /dx.doi.org/10.1016/j.rppneu.2012.04.011.
L .f1.15101’1 protemn frequently present at an 3. de Mello RA, étgsta BM, Re;:is RM, I]{gs)ganhol V. Insights into
advanced clinical stage, and their tumors demonstrate a Angiogenesis in Non-Small Cell Lung Cancer: Molecular Mechanisms,
solid adenocarcinoma pattern and signet ring cells (5). Polymorphic Genes, and Targeted Therapies. Recent Pat Anti-Canc.
_ H 2012;7(1):118-31, http://dx.doi.org/10.2174/157489212798357994.
Furtherm(.)ref the p resenc.e of the EML4 ALK fusion 4. Soda M, Takada S,tgl)"akeuchi K, Cghoi YL, Enomoto M, Ueno T, et al. A
oncoprotein is associated with nonsmokers or light smokers mouse model for EML4-ALK-positive lung cancer. P Natl Acad Sci USA.
and is more frequent in younger patients (5). Thus, young, 2008;105(50):19893-7, http:/ /dx.doi.org/10.1073/ pnas.0805381105.
non—smoking patients and patients with adenocarcinoma 5. Soda M, Choi YL, Enomoto M, Takada S, Yamashita Y, Ishikawa S, et al.
. . . Identification of the transforming EML4-ALK fusion gene in non-small-
tumor histology may indeed benefit from an EML4-ALK cell lung cancer. Nature. 2007:448(7153):561-U3, hitp://dx.doi.org/10.
diagnostic test. Recently, the U.S. Food and Drug 1038 /nature05945.
Administration approved crizotinib, which is a small- 6. Kwak EL, Bang Y], Camidge DR, Shaw AT, Solomon B, Maki RG, et al.
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