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Understanding of Differing Sensitivity in EML4-ALK NSCLC Patients to Crizotinib and Geldanamycin
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Non-small cell lung cancer ([NSCLC] is the most common form of lung cancer, afflicting nearly 200,000 L B 7 AP U — s S 3000
. . . . . shr ——— —— — NP NP — ﬁ 2 800 M Protein Kinase, Ser/Thr 2 Ml Translation
people In the United States each year. Abnormal ALK Is found in about 9% of NSCLC cases, meaning — - ; o S 600 o S 2000 -
| | | | - | o 6 hr é _ Proteolytic Digestion __ N ’\f 5 MixSamples : et p o = Ml Protein Kinase, Tyr = M Transcription
more than 5,000 new patients could benefit from the tyrosine kinase inhibitor (TKI) crizotinib. v -abeled Peptides : AL gsgga?fa?.'s'é’a'-'a'.?a?a%’.‘l|’s?.’am MERTK E 490 S 1000
. . . _ T . ’ ’ TMT Labeling ’ : prees | o Alk "2 P | P
However, not all patients benefit from such treatment, with the clinical response to crizotinib differing : | [ " ~— V " FR_JOSS‘b'e | »
- - . - - - Methylation Acetylation Ser/Thr Kinases DNA Damage Tyr Kinases : S < i >~ W,  oecondary Driver 0- 0-
among patients who harbor the same molecular abnormality. Similarly, patients with ALK fusion L I ' : o 22} H2228 ~ H3122  H3255  MKN45 H2228 H3122 H3255 MKN45
LN —— : &0 EML4 o0
proteins have shown varying sensitivity to the HSP90 inhibitor geldanamycin in preclinical studies. : /uw\ o _ L
Ef <« ﬁ <« Ef <« ﬁ <« Ef e / \\ S e Inhibition of Adhesion/Cytoskeletal Signaling
i V] & 2 i : < SGK223
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Figure 1. Experimental flowchart. Cell lysates were prepared from RTK inhibitor treated and untreated cell lines, proteins were digested with trypsin, peptides were TMT-labeled, and \\
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Table 2. Motif antibodies chosen for PhosphoScan® profile (MS/MS). AKT/AMPK, lysine acetylation, arginine methylation, lysine methylation) by greater than 3.8 fold upon TKI treatment.
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