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Background: In melanoma pts, SAA inhibits the anti-tumor immune response by the
expansion of IL-10-secreting neutrophils. We previously found that baseline high SAA
was associated with early progressive disease (PD) in small cohort of ANSCLC pts
receiving up-front P. Here we explored the relationship between dynamic monitoring
of SAA and survival outcomes in an enlarged cohort.

Methods: Pts with ANSCLC (PD-L1�50%) receiving upfront P at our institution,
were prospectively evaluated for blood SAA and radiological response at baseline and
every 9 weeks during the treatment. The primary endpoint was progression-free sur-
vival (PFS), and secondary endpoints were overall survival (OS) and PD rate. The most
accurate SAA cut-off to predict PFS was established with a ROC-analysis.

Results: We enrolled 37 consecutive pts. Pts characteristics: male/female (70/30%),
number of sites<3/� 3 (30/70%), ECOG PS 0/� 1 (38/62%); never/former or current
smokers (54/46%); median age 72.5 (range 59-86) years. Baseline SAA was> the ROC-
derived cut-off (73.9 mg/L, AUC 0.77, 95% CI 0.6-0.9,p¼0.002) in 11 (30%) pts. After
a median follow-up of 11.5 months (m), pts with pre-treatment high SAA achieved
worse PFS (1.4 vs not reached [NR], HR 0.11, 95%CI 0.03-0-41, p< 0.0001)
andOS(7.2 vs NR, HR 0.07, 95%CI 0.01-0.37, p< 0.0001) compared with those having
lower level. Baseline high SAA was also related to PD (p< 0.05). Combining SAA at
baseline and the dynamic monitoring, the median PFS was 1.4 m (95%CI 0.6-4.4)
when SAA remained high (n¼ 10) while was not reached at-12 m when SAA remained
low (n¼ 12) or changed (n¼ 7)(p< 0.0001).The SAA monitoring was also associated
with OS (p¼ 0.0003);the worst prognosis (median 7.2 m, 95%CI 5.4-13.6) was
observed in pts maintaining high SAA.

Conclusions: Baseline high SAA predicts poor outcome in ANSCLC pts receiving
1stline P, supporting the potential immunosuppressive role. Considering the strong
relationship between SAA monitoring and survival outcomes, the acquired resistance
to P could be early and easily detected with a simple blood test. This prospective study
is currently ongoing to increase the power and to confirm the predictive role of SAA
including a control group.
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Background: Immuno-oncological (IO) therapies such as PD-1 and PD-L1-antibodies
have been introduced in the treatment of advanced NSCLC since 2015 based on
randomized trials showing unprecedented advantages in OS with hazard ratios (HR)
often between 0.5 and 0.6. The impact of these treatments on survival in routine clinical
practice and the role of tumor load have not been studied.

Methods: 1334 patients diagnosed with NSCLC in our certified lung-cancer center
from 2006 – September 2018 were studied. OS of immuno-oncologically treated
patients (“IO-patients”) who received treatment with a PD-1 antibody (nivolumab
[n¼ 76] or pembrolizumab [n¼ 51]) or a PD-L1-antibody (atezolizumab [n¼ 4] or
durvalumab [n¼ 12]) was compared to historic controls treated in our center before
availability of IO-treatment using case-control analysis. IO-patients and historic con-
trols were individually matched for stage, performance state, histology, smoking his-
tory, gender, age, and initial treatment mode (palliative vs. curative). Matching was
performed blinded to patient number, treatment, and survival. The study was approved
by the local ethics committee (Landes€arztekammer Baden-Württemberg F-2017-004).

Results: IO-patients had significantly longer OS than historic controls (21.8 vs. 10.7
months, HR 0,55, CI 0.40 - 0.75, p¼ 0.0002). The benefit was more pronounced in
patients with lower tumor stage (HR 0.364 [stage III], 0.407 [IVA], 0.605 [IVB]) or
smaller tumor size (HR 0.32 [RECIST< 65], 0.38 [RECIST 65-100], 0.56 [RECIST
101-145], 0.86 [RECIST> 145]).

Conclusions: IO-patients in routine clinical practice showed significant benefit in OS
with hazard ratios comparable to that reported in phase III trials. The benefit was
greater in patients with lower tumor load.
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Background: It has been demonstrated that pemetrexed maintenance therapy is an
effective and well tolerated option for patients with advanced non-squamous non-small
cell lung cancer (NSCLC). This study aimed to investigate the impacts of clinical fea-
tures, gene status and PD-L1 expression on the efficacy of pemetrexed maintenance
therapy in real-world.

Methods: The clinicopathological characteristics and prognostic data of 102 patients
with advanced non-squamous NSCLC who received pemetrexed maintenance therapy
between May 2011 and October 2017 were retrospectively analyzed. Kaplan-Meier
method with Log-rank test was used for survival analysis. Multivariate Cox regression
were used to identify variables associated with median progression free survival
(mPFS).

Results: 102 patients completed 485 cycles of induction chemotherapy and 509 cycles
of maintenance chemotherapy, with a mPFS of 11.9 months (95%CI 9.95-13.84). The
mPFS of ALK-positive patients was superior to negative patients (18.3 vs. 11.4 months;
P¼ 0.032). Patients with PD-L1 expression�50% had significantly prolonged mPFS
compared with PD-L1<50% (17.5 vs. 11.4 months; P¼ 0.034). Bivariate correlation
showed that PFS was significantly positively related to PD-L1 expression (R¼ 0.359,
P¼ 0.001). No differences were found between EGFR positive and negative patients.
The independent beneficial prognostic factors for PFS were age�65 years old (HR,
0.328; 95% CI, 0.137-0.787; P¼ 0.013) and ALK rearrangements (HR, 0.120; 95% CI,
0.027-0.533; P¼ 0.005).

Conclusions: Pemetrexed has been shown to be efficacious in patients with advanced
non-squamous NSCLC. ALK rearrangements and high PD-L1 expression are more
likely to have longer PFS of pemetrexed maintenance therapy.
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Background: First-line therapy for advanced non–small-cell lung cancer (NSCLC) that
lacks targetable mutations is platinum-based chemotherapy. Combination of anti-PD-
1/PD-L1 to chemotherapy (CT) offers a new therapeutic option for this population.

Methods: We performed a meta-analysis of randomized trials that compared PD-1/
PD-L1 inhibitor plus CT with CT alone in first line of treatment for advanced NSCLC.
The outcomes included overall survival (OS), progression-free survival (PFS) and
objective response rate (ORR). A fixed-effect or random-effects model was adopted
depending on between-study heterogeneity.

Results: The eight eligible studies included 4401 patients (3097 males, mostly smokers
(81%), median age 64 years), with 3037 nonsquamous (69 %) and 1330 squamous
tumours (30%). One study evaluated nivolumabþCT (CheckMate 227), four studies
evaluated atezolizumabþCT (IMpower 130,131,132 and 150), and three studies pem-
brolizumabþCT (Keynote 021, 189 and 407). The combination PD-1/PD-L1 inhibitor
þCT was significantly associated with improvement of OS (hazards ratio [HR], 0.72;
95% CI 0.61–0.85; p< 0.0001), PFS (HR, 0.63; 95% CI 0.58–0.68; p< 0.0001) and
ORR (relative ratio [RR], 2.08; 95% CI 1.69–2.55; p< 0.0001), irrespective of PD-L1
expression level. For patients with low (<1%) or undetectable PD-L1 expression, OS
benefit was statistically significant (HR, 0.75; 95% CI 0.63-0.89; p< 0.0008).

Conclusions: The combination of PD-1/PD-L1 inhibitor to chemotherapy, compared
with chemotherapy alone, is associated with significantly improved OS, PFS, and ORR
in first-line therapy in NSCLC. This strategy appears as a new standard of care for
patients with untreated NSCLC, including for those with low or undetectable PD-L1
expression.
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