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Background: MET exon 14 skipping is a potential driver alteration in lung cancer tar-
getable. Treatment with crizotinib can cause dramatic responses in patients whose can-
cers have MET exon 14 skipping. The current study was aiming to determine the
clinical and pathological characteristics in non-small cell lung cancers (NSCLC).

Methods: A total of 2926 patients with NSCLC were recruited between July 2012 and
2015. The status of MET exon 14 skipping and other genes were detected by next gener-
ation sequencing.

Results: MET exon 14 skipping rate was 1.06% (31/2926) in NSCLC, including
X1009_spilce (10 patients), X963_spilce (6 patients), D1010H (5 patients), D1010N (3
patients), X1008_spilce (1 patient), X1006_spilce (1 patient), X1007_spilce (1 patient),
D1010Y (1 patient), Y1003S (1 patient), D1002G (1 patient), P1008A (1 patient).
Among them, EGFR mutationsþMET skipping [7 patients (2 patients with 19 delþ 5
patients with L858R)], ALK fusionþMET skipping (2 patients) and ROS1 fusionþ
MET skipping (1 patient).

Conclusions: MET exon 14 skipping defined a new molecular subset of NSCLC with
identifiable clinical characteristics. The therapeutic crizotinib might be an alternative
treatment for patients with MET exon 14 skipping NSCLC.
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Background: Patients with thyroid transcription factor 1 (TTF1) negative lung adeno-
carcinoma (ADC) have been reported to have a worse prognosis and to lack epidermal
growth factor receptor (EGFR) mutations. The aim of this study was to analyse the
prognostic significance of TTFI status in a series of tumor samples from patients with
clinically confirmed lung adenocarcinoma.

Methods: A real-world data study of TTF1-negative ADC was performed in all lung
cancer patients diagnosed in the University Hospital of Lleida from January 2011 to
December 2016, using TTF1 clone 8G7G3/1(DAKO

VR

). Each patient’s clinical history,
pathology specimens and molecular results were noted. The control group consisted of
231 patients with TTF1 positive lung ADC .

Results: Three hundred and thirty four (334) patients with ADC were identified; TTF1
results were available in 258 (77,2%) cases. Of these, 27 (10,4%) patients were identified
with TTF1-negative ADC (74% males). The median age of these patients was 66 years
and their smoking history was as follows: 55,5% former smoker, 29,6% ex smokers and
14,8% never smokers. The clinical stages were as follows: stage I or II (n = 3 [11%]),
stage III (n = 4 [14,8%]) and stage IV (n = 20 [74%]). Patients’ mean survival was 7,6 vs
24,4 months in ADC TTF1-negative patients versus TTF1-postive patients
(P = 0,00001). When compared with the control group, TTF1-negative patients had
shorter overall survival (P = 0,00001), regardless of whether patients were treated with
radical or palliative intent: 34,4 vs 10, months P = 0,00001 (radical treatment) and 14,6
vs 6,7 months P = 0,007 (palliative intent). EGFR mutations were less frequent
(P = 0,046) in TTF-negative tumors compared to the control group (5,5% vs 25,3%).

Conclusions: Patients with TTF1-negative NSCLC ADC have worse overall survival,
regardless of treatment intention, and a lower frequency of EGFR mutations.
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Background: Oxidative and electrophilic changes in cellular redox balance are mainly
coordinated by the Keap1/Nrf2 axis and is strongly related to tumor progression,
chemo- and radio-therapy resistance of cancer cells. In lung tumors this system is

constitutively activated mainly by the loss of Keap1 or gain of Nrf2 functions due to
point mutations in the key interacting domains of these two proteins. Beside of genetic
lesions, Keap1/Nrf2 epigenetic abnormalities, as aberrant Keap1 promoter methylation
and regulation by microRNAs were reported as emerging mechanisms of deregulation.
Here we investigated the contribution of miRNA machinery on the modulations of
Keap1/Nrf2 activity in lung tumors by analyzing panels of NSCLC and SCLC cell lines.

Methods: We searched for candidate miRNAs interacting with Nrf2 and Keap1 by
using a combination of published data and in silico analyses performed by multiple bio-
informatics tools (miRTarBase for known miRNAmRNA interactions; TargetScan,
MiRanda, microRNA.org, miRBase also for predicted interactions). After this prelimi-
nary analysis we selected a list of 11 miRNAs that are experimentally validated in other
tumors and/or predicted to be associated to NRF2 or KEAP1 and profiled their expres-
sion levels by real-time PCR in lung cancer cell lines and tissues.

Results: miR-27 family (miR-27a and miR-27b) was found to be significantly downre-
gulated in NSCLC and SCLC cell lines. Conversely, miR-200 family (miR-200a and
miR-141) was found to be significantly upregulated. Afterward, the expression data for
miR-27 family and miR-200a was validated on an available training set of 29 tumor/
normal paired tissues from NSCLC patients. As expected, miR- 200a was significantly
up-regulated (p< 0,01, t-test), whereas miR27a and miR-27b significantly downregu-
lated (p< 0,001, t-test) in tumors compared to normal tissues.

Conclusions: Since the obtained results refer to currently un-investigated miRNAs
related to Keap1/Nrf2 axis in lung cancer, we plan to extend our analysis and confirm
their role and impact on KEAP1/NRF2 modulation by in vitro studies. Our preliminary
results suggest that redoxi-miRNA in lung cancer should add a new order of complexity
to the regulation of the Nrf2/ARE pathway and will need to be more deeply explored in
the future.
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Background: The immunohistochemical expression of PD-L1 protein has been eval-
uated as a predictor of prognosis and response to immunotherapy, with controversial
results. We herein aimed to further study its clinical relevance in patients with non-
small cell lung cancer (NSCLC).

Methods: The clinical records, pathology and molecular reports of 152 patients with
histologically or cytologically confirmed NSCLC, diagnosed with early-stage or meta-
static disease, were retrospectively studied. The respective archival formalin-fixed, par-
affin-embedded blocks were also retrieved for immunohistochemistry (IHC) testing.
PD-L1 IHC was performed using the Ventana PD-L1 (SP263) assay on an automated
staining system (Ventana BenchMark ULTRA), and the results were correlated with
demographic, clinicopathological and molecular features of patients.

Results: The most common subtype of NSCLC in our cohort was adenocarcinoma
(82.2%). Overall, positive PD-L1 expression was observed in 47.4% of patients’ sam-
ples. EGFR and KRAS mutations and ALK rearrangement were observed in 13.0%,
7.1% and 5.4% of patients, respectively. The percentage of PD-L1 positive expression
was significantly higher in cases with malignant pleural effusion (p¼ 0.026), more
advanced disease stage (p¼ 0.045) and positive lymph node status (p¼ 0.049). PD-L1
staining showed no association with molecular data. Correlation of PD-L1 expression
with the presence of pleural effusion (OR: 4.57; 95% CI: 1.20 – 17.39; p¼ 0.026) and
positive lymph node status (OR: 1.95; 95% CI: 1.01 – 3.81; p¼ 0.048) was further con-
firmed in multivariate analysis.

Conclusions: Our study results support the independent correlation of positive expres-
sion of PD-L1 protein with adverse prognostic parameters and aggressive features, such
as the presence of malignant pleural effusion and infiltrated lymph nodes.
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Background: Increasing evidence has shown that FOXP3 is not only expressed in
immune cells but also in tumor cells. However, the results of tumor FOXP3 is inconsis-
tent and even the opposite. Unlike mice, humans express multiple isoforms of FOXP3.
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