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Background: Tumor microenvironment (TME) is a pitch for multiple players, where
the crosstalk between tumor and immune cells determines the fate of tumor progres-
sion. In fact, immune system may either destroy or paradoxically promote cancer
growth, by recruiting immunosuppressive and inflammatory cells. MLR and LDH lev-
els could be dynamic biomarkers that provide indirect information about TME and are
associated with poor prognosis in many tumors. Therefore, we evaluated their prognos-
tic impact in mCRC pts.

Methods: We conducted a retrospective cohort study evaluating consecutive data of
165 mCRC pts treated in 2004-2017 at the Unit of Medical Oncology and Oncology
Prevention, CRO of Aviano. The prognostic impact of MLR and LDH levels on overall
survival (OS) was analyzed through uni- and multivariate Cox regression analysis.

Results: At median follow-up of 61.87 months, median OS was 30.74 months. Overall,
100 pts (62%) were aged<65, 63 pts (39%) had a left tumor, 9 (6%) had a BRAF muta-
tion and 45 (28%) had a KRAS mutation, underestimated for the missing data. High
levels of LDH (>480 U/L) and MLR (>0.44) were discovered in 35 (21%) and 40 pts
(24%), respectively. By univariate analysis, resection (HR 0.25, P< 0.001, 95% CI 0.14-
0.45), metastasectomy (HR 0.46, P< 0.001, 95%CI 0.30-0.70) and sidness (left tumors:
HR 0.58, P¼ 0.035, 95%CI 0.36-0.96) were associated with better OS. Conversely, older
age (HR 1.63, P¼ 0.014, 95%CI 1.10-2.42), KRAS mutation (HR 1.77, P¼ 0.017,
95%CI 1.19-2.85), LDH or MLR high (HR 2.92, P< 0.001, 95% CI 1.77-4.79) or both
(HR 4.02, P< 0.001, 95%CI 1.93-8.37) were associated with worse OS. By multivariate
analysis, metastasectomy (HR 0.53, P¼ 0.04, 95%CI 0.29-0.97), KRAS mutation (2.10,
P¼ 0.014, 95% CI 1.16-3.79), LDH or MLR high (HR 3.05, P< 0.001, 95%CI 1.68-
5.55) or both (HR 2.65, P¼ 0.039, 95%CI 1.05-6.68) confirmed their impact on OS.
Interestingly, high MLR was associated with right and rectum tumors P¼ 0.007).

Conclusions: We showed that high baseline LDH, MLR or both are poor prognostic
factors in mCRC pts adding further evidence of the interlink between immune system,
inflammation and cancer. However, further prospective and translational studies are
needed to better deepen this topic.
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Background: Anti-PD1 therapy has proven to be effective in various cancer types, but
the overall impact of the treatment on the immune system is not yet fully understood.
Therefore, we aimed in this study to discover the effects of anti-PD1 therapy on the
immune system, especially on NK and NKT cells, which are less studied, but known to
be involved in antitumor immune events.

Methods: Peripheral blood from immuno-oncology naive metastatic melanoma
patients (n¼ 19) were obtained before the first infusion of anti-PD1, then 1 and 3
months later. From each time-point, complete blood counts (CBC) were obtained, and
comprehensive immunophenotyping of NK, NKT, and T cells was performed. Also, 92
serum cytokines were measured using the Olink inflammation panel.

Results: Patients were categorized into two cohorts: responders (R, n¼ 6, PFS¼17.0
months) and progressive disease (PD, n¼ 9, PFS¼5.0 months). 4 patients were
excluded due to challenging clinical evaluation of response. CBC indicated a significant
decrease in the mean frequency of lymphocytes in PD but not in the R cohort. The res-
ponders had also higher frequency of lymphocytes at 1- and 3-month time points and
lower frequency of neutrophils before initiation and after 1 and 3 months of treatment.
The CBC absolute counts revealed that the responders had less neutrophils and mono-
cytes after 3 months of treatment when compared to PD. Immunophenotyping
revealed no changes in the frequency of T and NK cells during treatment, however the
frequency of NKTbrightcells increased significantly. Moreover, R had more NKTdimcells
before and after 3 months of therapy. Also, cytotoxic CD56dimNK cells expressed
increased CD25 and CD45RO after 1 month of therapy. The cytokine assay indicated

that anti-PD1 significantly increased the levels of CXC-family cytokines in the serum;
CXCL9, CXCL11, CXCL10. Also, IL-12B and TNFRSF9 levels were increased. Further
comparison of the two cohorts showed that CXCL9 was only increased in R cohort.

Conclusions: Anti-PD1 therapy increases the levels of NKT cells, inflammation related
chemokines in blood and the expression of markers linked to enhanced cytotoxicity of
NK cells. Therefore, further studies to investigate the role of NK and NKT cells in anti-
PD1 induced responses are warranted.
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Background: Recent studies have reported that serum microRNAs (miRNAs) are
potentially useful cancer biomarkers. In patients with gastric cancer (GC), the efficacy
of nivolumab (Nivo), a PD-1 inhibitor, was shown in a phase III study, but predictive
biomarkers of Nivo for gastric cancer have not been found. We investigated whether
serum miRNAs could be predictive markers of the efficacy of Nivo in GC.

Methods: The subjects of this study were 20 patients who were enrolled in the phase III
study (ONO-4538-12) and received Nivo 3 mg/kg IV Q2W at our institution.
Expressions of 2565 miRNAs in the serum samples before and during treatment were
analyzed using “3D-Gene” Human miRNA Oligo Chip (Toray Industries, Inc.). We
explored miRNAs that were significantly associated with the treatment response using
receiver operating characteristic analysis and Cox regression analysis.

Results: Median progression-free survival (PFS) was 2.3 month, and partial response
was achieved in four of the 20 patients who received Nivo. Serum samples before
(n¼ 20) and 4 weeks after (n¼ 17) the treatment of Nivo were available. Two different
miRNAs, one before and the other after treatment, were identifiedwhich were related to
response to Nivo. AUC of miR-A identified before treatment was 0.88, whereas that of
miR-B after the first treatment was 0.85. The overall response rate (ORR) was 44% (4/
9) in miR-A-high patients and 0% (0/11) in miR-A-low patients. The ORR was 50% (4/
8) in miR-B-high patients and 0% (0/9) in miR-B-low patients. Median PFS was 14.3 m
(95%CI: N/A-35.1) in miR-A-high patients and 1.6 m (95%CI: 0.9-2.3) in miR-A–low
patients (HR¼ 0.19, log rank: p¼ 0.01), and those were 5.6 m (95%CI: N/A-35.1) and
1.6 m (95%CI: 0.9-2.3) in miR-B-high patients (HR¼ 0.21, log rank: p¼ 0.01),
respectively.

Conclusions: The two miRNAs in GC pts may be a predictive marker for identifying
pts who derived greater benefit from Nivo therapy.
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Background: Treatment with immune checkpoint inhibitors (ICI) prolongs overall
survival (OS) and confers long-term disease control in 15-20% of non-small cell lung
cancer (NSCLC) patients. Patient selection currently depends on the levels of PD-L1
expression, but correlation with outcome is weak.

Methods: We retrospectively analyzed the clinical course of ICI-treated stage IV
NSCLC patients at our institution.

Results: A total of 453 patients were identified with a median age of 64 years having
received nivolumab (57%), pembrolizumab (35%), PD-L1 inhibitors (7%) or PD1
blockade in combination with chemotherapy or CTLA4 inhibitors (1%). Progression-
free survival (PFS) under ICI was significantly longer for patients receiving ICI in the
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