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Background: The identification of prognostic biomarkers (PB) for gastric cancer (GC)
patient selection is compelling to improve survival outcomes. Microsatellite instability
(MSI) is related with a positive prognostic effect in resected GC, whereas perioperative
chemotherapy (CT) is detrimental. In metastatic MSI GC, immunotherapy (IT) with
anti-PD1/PDL-1 drugs has shown promising results. Nevertheless, in early stages (ES),
data on the relation between MSI, clinic-pathological (CP) features, PDL-1 expression
and overall survival (OS) remain sparse, especially in Western population. In this study,
the prognostic role of MSI status, CP features and PDL-1 status in a large cohort of
Italian GC patients (pts) was examined.

Methods: CP data of 148 consecutive stage I-III GC pts resected in Cremona Institute
between 2010 and 2014 (mostly chemo and/or radio-naive) were collected. MSI analy-
sis was performed on tissue samples for all cases by polymerase chain reaction. PDL-1
expression, evaluated by immunohistochemistry, was assessed in MSI group.
Differences between subgroups were evaluated with Chi-square test; Kaplan-Meier
method and Long Rank test were used to calculate OS.

Results: Female sex (p¼ 0.012), earlier TNM stages (p¼ 0.011) and lower nodal
involvement (p¼ 0.029) significantly correlated with MSI status. MSI is significantly
associated with prolonged survival (p< 0.001), with an advantage of 28.6 months in
OS compared to the microsatellite stable (MSS) group. Most MSI pts (71%) expressed
PDL-1. Although not statistically significant, MSI pts without PD-L1 expression
showed a better trend in OS compared with MSI GC pts expressing PDL-1 and with
MSS group.

Table: 688P Main CP differences between MSS and MSI groups
and survival outcomes

MSS 110 (79.7%) MSI 38 (25.7%) p

SEX M F 77 (70) 33 (30) 18 (47.4) 20 (52.6) 0.012

STAGE (TNM)

I II III

19 (17.3) 26 (23.6)

65 (31.6)

13 (34.2) 13 (34.2)

12 (31.6)

0.011

NODAL

METASTASES

NO YES

26 (23.6) 84 (76.4) 16 (42.1) 22 (57.6) 0.029

OS (months) 16.1 44.7 <0.001

Conclusions: MSI is an independent PB in GC and identifies a subset of pts with better
OS and specific CP characteristics, including high expression of PDL-1. MSI could be a
promising biomarker to select pts for CT vs IT in ES of GC.
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Background: Paclitaxel is the most commonly used second-line chemotherapy in
AGC. Recently, the DREAM phase 3 study (NCT01839773) have demonstrated that the
efficacy and safety of DHP107, an oral paclitaxel, is comparable to those of intravenous

(i.v.) paclitaxel. This post-hoc analysis was conducted to evaluate whether NLR is
related with the treatment outcomes for both oral and i.v. paclitaxel.

Methods: In the DREAM study, pts were randomized 1:1 to DHP107 (200 mg/m2

orally twice daily on days 1, 8, 15, every 4 weeks) or i.v. paclitaxel (175 mg/m2 on day 1,
every 3 weeks). High vs low NLR was defined by the baseline median. With comparable
efficacy between two arms in the original DREAM study, all the patients (n¼ 236)
enrolled in the DREAM study were included in this post-hoc analysis for NLR.

Results: Median age was 59 years (range, 27–83) and 185 pts (78.4%) were male. The
median for NLR was 2.08. Thirty-four (28.8%) out of the 118 pts with low NLR
(<2.08) achieved a complete or partial response, while 17 (14.4%) out of the 118 pts
with high NLR (>2.08) showed responses (p¼ 0.007). With a median follow up dura-
tion of 10.8 months (range, 0.4-27.8) in surviving pts, median progression-free survival
(PFS) was 4.1 months (95% confidence interval [CI], 2.8-4.3) with low NLR and 1.6
months (95% CI, 1.4-2.5) with high NLR (p¼ 0.0012); and median overall survival
(OS) was 12.0 months (95% confidence interval [CI], 9.7-14.5) with low NLR and 7.1
months (95% CI, 5.4-9.1) with high NLR (p¼ 0.0004). With a multivariate analysis
including important clinical factors, low NLR remained an independent factor for bet-
ter PFS (HR 0.66, 95% CI 0.49-0.89, p¼ 0.0065) and OS (HR 0.57, 95% CI 0.42-0.78,
p¼ 0.0005).

Conclusions: The current study demonstrates that low NLR is correlated with better
treatment outcomes for both oral and intravenous paclitaxel as a second-line chemo-
therapy in AGC.
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Background: Although combination chemotherapy (CC) is generally recommended in
recurrent or metastatic gastric cancer, the results of randomized trials are conflicting.

Methods: A retrospective review was conducted on 687 patients who received palliative
chemotherapy for recurrent (n¼ 304) or primary metastatic (n¼ 383) gastric cancer.
We compared the overall survival (OS) between CC and single-agent chemotherapy
(SC) among these patients, while analyzing clinicopathological characteristics affecting
outcome including neutrophil-to-lymphocyte ratio (NLR) and platelet-to-lymphocyte
ratio (PLR).

Results: While 521 (75.8%) patients underwent CC, SC was more frequently per-
formed in old age (�70) (57.6%) and ECOG performance status (PS) 2/ 3 (65.8%)
patients (p< 0.0001, both). The median OS of patients who received CC was signifi-
cantly longer than that of patients who received SC (11 vs. 8 months, p< 0.0001).
Although patients with CC showed better OS in the majority of subgroups, no differ-
ence in OS between CC and SC was observed in patients with old age (p¼ 0.599),
ECOG PS 2/3 (p¼ 0.821), signet ring cell histology (p¼ 0.40), palliative surgical resec-
tion (p¼ 0.407), and high PLR (P¼ 0.137), with a significant interaction between age
and type of the regimen (CC vs. SC) (p¼ 0.011). Multivariate analysis revealed that pal-
liative resection and�2nd line chemotherapy were independently associated with
favorable OS (p< 0.0001, both), whereas ECOG PS 2/3 (p¼ 0.004), poorly differenti-
ated and signet ring cell histology (p¼ 0.02, p< 0.0001), peritoneal metastasis
(p¼ 0.045), high NLR (P¼ 0.001), and high PLR (P¼ 0.028) were independent prog-
nostic factors of poor OS. In patients who underwent palliative resection before chemo-
therapy, there was a significant interaction between PLR and type of the regimen
(p¼ 0.017), without significant difference in OS between CC and SC in patients with
high PLR (p¼ 0.306).

Conclusions: Although CC is the standard of care in recurrent or metastatic gastric
cancer, SC can be considered as a reasonable option in certain subgroups, such as eld-
erly patients or those with high PLR after palliative resection.
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