
Methods: The study enrolled 86 UTUC patients who underwent radical nephroureter-
ectomy and bladder cuff excision with final pathologically diagnosed as pT3N0 stage
between January 2005 and December 2012. Perioperative characteristics and pathologic
features were recorded. Immunohistochemical staining of tumor specimens using anti-
GAL1 antibody were performed. UTUC cell line (BFTC-909) was used for in vitro study
of tumor invasiveness and migration. Kaplan-Meier analyses and Cox proportional re-
gression models were used for univariate and multivariate survival analyses.

Results: Using 10% expression of GAL1 protein as a cuff-off point, the study popula-
tion could be classified as GAL1-high (GAL1> 10%, n¼ 35) or GAL1-low (GAL1�
10%; n¼ 51) group. Basic clinicopathologic characteristics were comparable between
two groups. In univariate analysis, high GAL1 expression was significantly associated
with a worse recurrence-free survival (RFS; p¼ 0.028) and cancer-specific survival
(CSS; p¼ 0.025). Multivariate analysis showed GAL1-high is an independent factor for
RFS (HR 2.43; 95% CI 1.17-5.05, p¼ 0.018) and CSS (HR 4.04; 95% CI 1.25-13.03,
p¼ 0.019). In vitro study, we found that knockdown of GAL1 reduced UTUC cancer
cell migration and invasion significantly.

Conclusions: Galectin-1 expression is a reliable prognostic factor for locally advanced
UTUC. GAL1 inhibition may serve as a potential therapeutic target for patients with
UTUC.
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Background: Genomic analyses demonstrated that MIBC can be grouped into molecu-
lar subtypes that portend different outcomes with neoadjuvant chemotherapy
(NACT). SGC was active in MIBC, showing a response rate (downstaging to pT< 2) of
54.3% in 46 patients (pts) in a phase 2 trial (NCT01222676, Necchi et al, GU ASCO
2017). We analyzed gene expression profiles (GEP) and copy number variations (CNV)
of transurethral resections (TURB) from these pts.

Methods: We analyzed 25 pts, 18 responders (R) and 7 non-responders (NR). GEP and
CNV profiles were generated using Affymetrix ClariomTM D and OncoScanTM assays.
Samples were assigned to claudin-low (CL), basal (B) or luminal (L) subtypes accord-
ing to the BASE47 and BCL40 signatures. Genes differentially expressed or amplified/
deleted between NR and R were functionally analyzed using Ingenuity Pathway
Analysis (IPA) and Gene Set Enrichment Analysis.

Results: Transcriptional subtypes were robustly assigned to 24/25 pts: 13 were classified
as L, 10 CL and 1 B. A significant association between subtypes and therapeutic re-
sponse was observed (p¼ 0.002), with all L samples falling in the R group while CL
were split between R and NR (5 vs 5). To avoid confounding related to the subtype we
restricted the comparison of R and NR to CL samples. Through the use of IPA we iden-
tified activation of an IRF7-driven transcriptional program (p¼ 3.88E-12) in NR sam-
ples. In the NR group we found a positive enrichment of gene sets related to mRNA
processing, cell cycle and oxidative phosphorylation and a negative enrichment of
defensins. In addition, 19 genes were both significantly overexpressed and amplified in
NR whereas copy number gains on chromosome 17, 18 and 20 characterized R samples.
Limitations include the unassessable role of S contribution to GC.

Conclusions: Altogether, the results indicate that L tumors are responsive to SGC.
Comparisons between R and NR within the CL group outlined potential genomic pre-
dictors of response. Once validated, pt selection criteria for NACT may be substantially
improved. Comparison with profiling of response to NA pembrolizumab will be shown
(NCT02736266).
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Background: C inhibits tyrosine kinases that promote oncogenesis and resistance to
antiangiogenic therapy in RCC, including MET, AXL, and VEGF receptors. In the
phase 3 METEOR trial (NCT01865747), C significantly improved progression-free sur-
vival (PFS), overall survival (OS), and objective response rate (ORR) vs E in patients
(pts) with advanced RCC after prior VEGFR-targeted therapy (Choueiri, Lancet Oncol
2016). The current study evaluated outcomes based on plasma biomarker levels.

Methods: Plasma samples collected at baseline and during treatment from 621 of 658
randomized pts were analyzed for HGF, MET, Gas6, AXL, VEGF, VEGFR2, CA9, and
IL-8 by ELISA (Assay Gate, Ijamsville, MD). PFS and OS were analyzed based on low vs
high (<median vs�median) biomarker levels at baseline.

Results: Analyses of PFS and OS based on baseline biomarker levels showed improve-
ment with C vs E (hazard ratio<1) for all analyses of both low and high levels. PFS im-
provement for C vs E was most pronounced for low baseline levels of AXL and VEGF,
while OS improvement for C vs E was most pronounced for low baseline levels of HGF,
Gas6, AXL, and VEGF (Table). For a subset of biomarkers, medians for PFS and OS
were longer for low baseline levels vs high for both treatment arms. Differences in OS
medians for low vs high levels were largest for HGF (not reached [NR] vs 15.4 mo for C;
19.4 mo vs 13.0 mo for E), Gas6 (NR vs 17.2 mo for C; 18.4 mo vs 13.9 mo for E), VEGF
(NR vs 16.1 mo for C; 18.4 mo vs 14.9 mo for E), and IL-8 (NR vs 17.2 mo for C;
19.4 mo vs 13.0 mo for E).

Conclusions: PFS and OS improved with C irrespective of baseline plasma biomarker
levels in previously treated pts with advanced RCC vs E. However, low baseline levels of
a subset of biomarkers were associated with better clinical outcomes with C.
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