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Background: The FLAGS trial, a randomized phase III trial, compared S-1, an oral fluo-
ropyrimidine, plus cisplatin (SP) with 5-fluorouracil plus cisplatin (FP) in the first-line
treatment for advanced gastric cancer (AGC). The results led to the approval of SP by
EMA, and it is now marketed in Europe. The purpose of this analysis was to establish a
clinical covariate(s) model using the Predictive Enrichment Strategy Analysis (PESA)
identifying patients who benefit from SP.

Methods: PESA is a new robust methodology with guidelines by the United States Food
and Drug Administration. Consensus-based 15 clinical covariates were selected for PESA
and a large cohort with no missing data (FLAGS trial: 889 patients (pts)) was analyzed. The
models generated were cross-validated and the results analyzed were validated in the
DIGEST trial, a phase III trial comparing SP to FP in diffuse type advanced gastric cancer.
From the DIGEST trial, 333 patients and 14 clinical covariates were used in the analysis.

Results: In FLAGS, ECOG Performance status (PS¼ 1) was the strongest covariate in
the enrichment group showing benefit for SP. In the population with PS¼ 1, the OS in
the SP group was significantly longer than the FP group (Hazard Ratio [HR]¼0.798,
95%CI¼ (0.66-0.96) p¼ 0.0166). Other covariates with high potential to be associated
with SP benefit included: diffuse-type histology, positive peritoneal metastases, and the
lack of liver metastases. In DIGEST PS¼ 1 also showed to be most associated with SP
benefit. While there was no strong signal from the variables positive peritoneal metasta-
ses, and the lack of liver metastases, there appeared to be a signal from the neutrophil
variable. In the DIGEST population of diffuse type, patients with PS¼ 1 and low base-
line neutrophil count may benefit from SP.

Conclusions: Presence of PS¼ 1 was associated with SP benefit in both the FLAGS and
DIGEST trial. Although peritoneal and liver metastases resulted in slightly different sig-
nals in the trials, further analyses will be done to look at the impact of low baseline neu-
trophil count on the benefit of SP for PS¼ 1 and diffuse type histology patients.
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Background: Liposarcoma (LPS) is the most common type of soft-tissue sarcoma that
includes a heterogeneous class of tumors classified according to histologic appearances,
protein expression pattern and molecular genetics. Molecular subtyping is not only
important for accurate diagnosis but may be necessary as a basis for the identification
of therapeutic targets. Lipoma is characterized by extensive High Mobility Group A1
(HMGA1) protein aberrations suggesting a role of this protein in the mechanisms of
liposarcoma progression as well as previously demonstrated in other tumors.

Methods: Cell lines derived from different liposarcoma subtypes and a cohort of 68
patients were used to analyze in vitro and in vivo the role of HMGA1 in liposarcoma
progression.

Results: Our data revealed that HMGA1 is highly expressed in liposarcoma cell lines
and that is strongly involved in the mechanism of cell proliferation, mobility and inva-
sion of this subtype of tumor. The in vitro results were confirmed in vivo by the RT-
PCR and IHC analyses of 68 specimens of different subtypes of liposarcoma derived
from patients surgically treated at Regina Elena National Cancer Institute. The aggres-
sive subtypes de-differentiated and myxoid liposarcoma showed higher HMGA1 levels
than well-differentiated liposarcoma. Furthermore, trabectedin, a marine alkaloid

isolated from the tunicate Ecteinascidia turbinata, down-regulates HMGA1 and E2F1,
as well as its downstream targets Vimentin and ZEB1 in sensitive myxoid liposarcoma
cells, suggesting a critical role of the transcriptional complex HMGA1/E2F1 in the regu-
lation of the mesenchymal compartment. These data were further confirmed in vivo by
the IHC analysis of myxoid sarcoma specimens derived from patients that received tra-
bectedin therapy before surgery. On the other hand, trabectedin treatment down-
regulates the activity of HER3 receptor that in turn inhibits Nf-kB pathway in sensitive
myxoid liposarcoma cells but not in resistant counterpart cells demonstrating that the
activation of Nf-kB pathway is involved in the mechanisms of drug resistance.

Conclusions: Overall, our data suggest that HMGA1 may represent a new biomarker of
liposarcoma progression and that it could be a new potential therapeutic target for the
more aggressive liposarcoma subtypes.
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Background: Androgen deprivation therapy is the mainstay of prostate cancer treat-
ment, however, resistance inevitably develops, resulting in a more aggressive disease,
known as castration-resistant prostate cancer (CRPC). While, enzalutamide provides a
substantial survival benefit by targeting the AR, it is not curative and many patients
develop resistance to therapy. Although not yet fully understood, resistance can develop
through multiple mechanisms, such as AR copy number gain or the generation of splice
variants such as AR-V7. circular RNAs (circRNA) are a type of non-coding RNA that
have an important function in gene regulation and may play a role in drug resistance,
through the regulation of miRNA circRNAs are tissue specific, stable and may represent
a novel marker of drug resistance in PCa.

Methods: circRNA profiling was performed on an isogenic PCa cell line model consist-
ing of enzalutamide sensitive and resistant subtypes using a high throughput microar-
ray assay. Subsequently, bioinformatic analyses predicted five miRNA binding sites
(miRNA Response Elements) for each circRNA and these were stratified based on
known associations with PCa. Targets were validated using qPCR.

Results: circRNAs were more often downregulated in resistant cell lines compared to
sensitive lines (588 versus 278). hsa_circ_0004870 was significantly downregulated in
enzalutamide resistant cells compared with control. RBM39 was determined as the
parental gene, which encodes a member of the U2AF65 family of proteins. Previous
studies have shown that, U2AF65 results in the expression of AR-V7, by binding to AR
pre-mRNA. Expression of all genes were confirmed within our enzalutamide model.

Conclusions: hsa_circ_0004870 is linked to the generation of AR-V7 and may play a
key role in the development of enzalutamide resistance in CRPC via a miRNA mediated
mechanism.
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Background: Modified FOLFIRINOX (mFOLFIRINOX) is a standard treatment in
advanced pancreatic cancer (aPC). Because of the presence of either loss-of-function
mutations in DPYD (c.1679T>G, IVS14þ 1G>A, c.2194G>A, c.2846A>T) or
UGT1A1*28 variant associated with reduced UGT1A1 expression, deficiency of DPD
and UGT may result in drug accumulation and severe toxicities caused by fluoropyri-
midines and irinotecan, respectively.

Methods: The present study analyzes the association between DPYD and UGT variants
and adverse drug reactions (ADRs) in aPC patients (pts) treated with mFOLFIRINOX.
Blood samples were collected from 104 pts, and analyses of DPYD c.1679T>G,
IVS14þ 1G>A, c.2194G>A, c.2846A>T and UGT1A1*28 were performed by auto-
matic sequencing. Statistical analysis was performed by chi-square, Mann-Whitney
and Spearman’s rho tests on SPSS v.23s.
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