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RESUL

Members of the bromodomain and extra terminal domain  OTX015 (Fig. 1) displays cytostatic effects in 4 out of 5 NSCLC cell lines, two of which harbor the fusion protein EML4-ALK+. In A549 cells, the concurrent mutations in KRAS and LKB1
(BET) family of proteins (BRD2, BRD3, BRD4, and BRDT)  8¢nes abrogates OTX015 effects, as previously described for JQ1 an OTX015 analog (Shimamura, Clin Cancer Res 2013). In our cell line panel, we observed GI50 values between 0.1-0.7
function as important reader molecules that associate M after 72h-exposure to OTX015 (Table 1). OTX015 treatment also resulted in a reduction in the percentage of cells in the S phase (Fig. 1). Cell signaling pathway assessment showed
with acetylated histones and govern the assembly of that OTX015 induced a transient upregulation of active p-STAT3 with subsequent downregulation after 24h and for up to 72h exposure, this pathway being the key downstream effector of
chromatin complexes and transcription activators at ALK, which is frequently upregulated in crizotinib-resistant cell lines (Fig. 2B). Additive effects were observed with the concomitant combination of OTX015 and crizotinib (median CI=0.98)
specific promoter sites. Recently, it has been described  in H2228 cells (Fig. 2C). The expression of BRD2/3/4, C-MYC, N-MYC, BCL-2 or P21 and CyclinD1 was characterized at the protein and mRNA levels in all cell lines. Both OTX015-sensitive
that BET-inhibition is a promising therapeutic strategy for  and -resistant lines exhibited similar basal expression levels for all these proteins (Fig. 3). In OTX015-sensistive cell lines, we observed a rapid downregulation of C-MYC mRNA and protein

KRAS-mutant NSCLC with wild-type LKB1 (Shimamura, Clin  |oye|s in HOP92 cells (Fig. 4A, 4C) and in N-MYC mRNA levels in HOP62 and H3122 cells (Fig. 4B).
Cancer Res 2013). The chimeric oncogene EML4-ALK
identified a distinct entity of NSCLC exhibiting a high rate
of therapeutic activity to ALK inhibitors, but most patients
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Table 1. OTX015 anti-proliferative effects after 72h in NSCLC cell lines and characterization of common mutations found in NSCLC cells. Cell lines
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OTX015 combination studies were performed in cell lines exposed Bactin —

for 48 h to increasing doses of OTX015 alone or in combination

with crizotinib. Drug combination effects were assessed using the CONCLUSIO

Chou & Talalay method. Results represent the median and range of Contacts:
Zindeeerdentererinentiostiornsdinilcate; Our data indicates that OTX015 displays anti-proliferative effects in NSCLC cells, including the subset of NSCLC cells ramiro.vazquez@marionegri.it

harboring the EML4-ALK fusion gene, supporting its further clinical development in NSCLC patients. eugenia.riveiro@oncotd.com




