
Methods: We retrospective reviewed our experience with anti-PD1/anti-PDL1 as single
agent in advanced NSCLC patients treated between February 2014 and August 2018.
Patient and tumor features, irAEs, concomitant and subsequent treatments were col-
lected. Stata 14.1 was used for the analysis.

Results: 98 patients were included. Mean age was 62 years (41-85). 73.5% were men.
73.5% had> 30 smoked pack-years. 64.3% were adenocarcinoma, of which 41%
showed KRAS mutation; PDL1 was known in 50% of patients (11.2%<1%, 13.3% 1-
49%, 25.5%>50%). IT was administered mainly as a second line (61%) and third or
later (24.5%). Most employed drug was nivolumab (52%). RR was 33% (partial
response 28%, complete response 5%). Disease control rate (DCR) was 55% and pro-
gression rate 34% as better response, 67% at the moment of the analysis. irAEs were
reported in 30.6%. The table summarizes irAEs. We found a significant association
between irAEs and RR (OR 3.71 p 0.005 IC 1.49 - 9.23) and DCR (OR 5.06 p 0.002 IC
1.84 - 13.98). An impact of irAEs in progression-free survival (PFS) (1.7 vs 7.7 months
(m) HR 0.44 p 0.002 IC 0.26 - 0.73) and overall survival (OS) (6.1 vs 15.7 m HR 0.53, p
0.026, IC 0.31- 0.93) was found too. Most of the patients requiring steroid therapy dur-
ing IT was due to an irAE. There was not detrimental effect of steroids in RR (OR 3.17 p
0.01 IC 1.3 - 7.76), DCR (OR 6.17 p 0.000 IC 2.33 - 16.34), PFS (1.6 vs 6 m HR 0.36 p
0.000 IC 0.22 - 0.62) or OS (6.2 vs 13.3 m HR 0.61 p 0.057 IC 0.36 - 1.01).

Conclusions: The development of irAEs appears to be associated with efficacy of IT
in our retrospective review. The use of steroids during IT had no negative impact in
RR, DCR or survival. Still, we need prospective studies in order to confirm this
hypothesis.
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Background: Second-line immunotherapy showed an overall survival (OS) benefit,
but only a low percentage of aNSCLC patients (pts) respond to therapy. The identifica-
tion of new biomarkers to select patients for immunotherapy (IO) is a crucial topic. In
our study we aim to investigate the role of peripheral blood biomarkers (PBBs) that can
predict response and outcome in aNSCLC pts treated with IO.

Methods: We conducted a retrospective analysis on 154 aNSCLC patients receiving
single-agent nivolumab or pembrolizumab as second-line (68%) and>3rd line (32%)
therapy. We recorded complete blood cell count at baseline (T0), at second (T1) and
third cycle (T2), assessing absolute blood count and their ratio such as neutrophil-
lymphocyte ratio (NLR), derived-NLR (dNLR) and lymphocyte-monocyte ratio
(LMR). Univariate and multivariate analysis were performed to evaluate the correlation
between overall response rate (ORR), PFS and OS and PBBs.

Results: The univariate analysis for PFS and OS showed that, at T1 and T2,
ANC�7000/mL, AMC�900/mL, NLR�4, dNLR>2.2 were statistically significantly
associated with worse survival outcomes and increased LMR>1.8 with better survival
outcomes. ALC�1200/mL was associated with higher PFS and OS at T1; AEC<100/mL
was associated with worse PFS and OS at T1 and only PFS at T2. The multivariate
analysis for PFS confirmed as statistically significant independent predictive
factors ANC, ALC and dNLR at both T1 and T2, and AEC at T1, AMC and LMR at T2.
The multivariate analysis for OS confirmed as statistically significant independent
prognostic factors ANC, ALC, AMC and LMR at both T1 and T2 while dNLR only
at T1 and NLR at T2.

Conclusions: In conclusion, factors such as high ANC, AMC, NLR and dNLR level can
be considered as negative prognostic factors, and high AEC and LMR as positive prog-
nostic factors in NSCLC patients treated with immunotherapy in� second line setting

and their change after IO could help monitoring the response and outcome. Further
prospective analyses are needed.
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Background: Anti-PD-(L)1 monoclonal antibodies (mAb) have changed the therapeu-
tic landscape in patients with advanced NSCLC, still 35-40% of these patients derive no
benefit from anti-PD-(L)1 mAb. Antibiotics alter gut microbiota diversity and compo-
sition, and may affects antitumor immune responses following immune checkpoint
inhibitors (ICI) in NSCLC.

Methods: We retrospectively included 218 patients with advanced NSCLC receiving
anti-PD-(L)1 mAb. Overall survival (OS) (primary endpoint), progression free survival
(PFS) and radiological response was compared between patients who received antibiot-
ics within 2 months prior to the start of immunotherapy (ATBþ) and patients who did
not (ATB-). Assuming a rate of antibiotic comedication of 20% of all patients included,
the study had a power of 70% to detect a 35% OS improvement in ATB- patients.

Results: Patients are well balanced with the exception of PD-L1 immunohistochemical
expression that was more frequent in ATBþ compared to ATB- (30% vs. 19%,
P¼ 0.05). ATBþ compared to ATB- was associated with a significantly shorter OS
(median OS, 10.6 vs 29.9 months, HR 2.7, 95% CI 1.7-4.1, P< 0.001) and shorter PFS
(median PFS 1.4 vs 5.8 months, HR 2.2, 95% CI 1.5-3.4, P< 0.001). In the adjusted
model for OS, the following 4 parameters retained a statistically significant prognostic
value : ATBþ vs. ATB- (HR 2.8, 95% CI 1.7-4.5, P< 0.001), ECOG performance score
>1 vs. 0-1 (HR 2.3, 95% CI 1.4-3.7, P¼ 0.001), squamous-cell vs. Non squamous-cell
histology (HR 2.1, 95% CI 1.4-3.2, P< 0.001) and no prior radiotherapy vs. prior
radiotherapy (HR 1.7, 95% CI 1.2-2.6, P¼ 0.006). ATBþ compared to ATB- was signif-
icantly associated with an increased risk of progressive disease as best radiological
response (73% vs 41%, P¼ 0.002).

Conclusions: Antibiotic treatment is associated with a reduced clinical benefit from
therapy with anti-PD-(L)1 mAb. The negative prognostic value of antibiotics was inde-
pendent from known prognostic factors. However, further investigation is required on
the mechanism behind this observation, with emphasis on the role of the gut micro-
biota composition in the context of anticancer immune response.
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Background: Immune checkpoint inhibitors (ICIs) have radically changed the treat-
ment of aNSCLC patients (pts). IrAEs are mainly reversible but they require timely rec-
ognition and management and may be potentially life-threatening. No predictive
markers are available to predict the onset of irAEs and their risk of recurrence. Aim of
the study was to evaluate the potential role of circulating markers in predicting the
development of irAEs.

Methods: We retrospectively reviewed clinical data of aNSCLC pts consecutively
treated with ICIs at Istituto Oncologico Veneto (Padua, Italy) and at San Bortolo
General Hospital (Vicenza, Italy) between August 2013 and August 2018. We collected
data on the type, grading (G) and timing of irAEs and calculated NLR and PLR before
first ICI administration and at the onset of the irAEs. The values were dichotomized for
analysis in two groups: high (H-) and low (L-) NLR and H- and L-PLR using pre-
identified cut-offs of 3 and 180, respectively.

Results: The analysis included 194 pts. ICIs were administered as first-line treatment in
29 (15%) pts. Median number of ICIs cycles was 6 (range: 1-66). Median PFS and OS

Table: 155P

irAEs Grade % (n)

Diarrhea 1 2 3 10.2 (10) 40 (4) 30 (3) 30 (3)

Pneumonitis 2 3 4.1 (4) 50 (2) 50 (2)

Endocrine 1 2 3 12.2 (12) 36.4 (4) 54.6 (6) 9 (1)

Skin 1 2 4.1 (4) 50 (2) 50 (2)

Hepatitis 1 2 3.1 (3) 33.3 (1) 66.7 (2)
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