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regimens as first-line chemotherapy in patients with unresectable
or metastatic gastric cancer: a propensity score matched single-
center comparison
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Background: Fluoropyrimidine-based regimens are the cornerstone of first-line chemotherapy for
metastatic gastric cancer (GC). Capecitabine or S-1 might be used as an alternative to infusional 5-fluorouracil,
especially in pan-Asian. This study aimed to compare the clinical outcomes of capecitabine-based and S-1-based
regimens as first-line chemotherapy in Chinese patients with unresectable or metastatic GC.

Methods: We conducted a retrospective study including unresectable or metastatic GC patients treated
with the capecitabine-based or S-1-based regimen as first-line chemotherapy at the First Hospital of
China Medical University. Propensity score matching (PSM) analysis was performed to reduce selection
bias. Overall survival (OS) outcomes were compared using the Kaplan-Meier method and log-rank test.
Prognostic significance was determined using multivariate Cox regression analysis. In addition, subgroup
analyses were conducted to determine the effectiveness of capecitabine-based and S-1-based regimens in
clinically relevant patient subsets.

Results: The clinical data of 469 patients included between October 2005 and September 2018. PSM
analysis identified 187 patients receiving capecitabine-based or S-1-based regimen. No significant difference
in OS (10.7 vs. 11.1 months, P=0.523) was detected between the two groups after PSM. In the subgroup
analysis, the median OS (12.2 vs. 9.3 months, P=0.013) was longer for patients with peritoneum metastasis
who received the capecitabine-based regimen compared to those who received the S-1-based regimen.
Conclusions: No significant difference in clinical outcomes was observed between the capecitabine and
S-1-based regimen as first-line chemotherapy for metastatic or unresectable GC patients in China. The
capecitabine-based regimen should be considered in the treatment of the GC patients with peritoneum

metastasis.
Keywords: Gastric cancer (GC); first-line; chemotherapy; capecitabine; S-1
Submitted Feb 01, 2020. Accepted for publication Jun 12, 2020.

doi: 10.21037/jgo-20-52
View this article at: http://dx.doi.org/10.21037/jgo-20-52

© Journal of Gastrointestinal Oncology. All rights reserved. 7 Gastrointest Oncol 2020;11(4):674-684 | http://dx.doi.org/10.21037/jgo-20-52


https://crossmark.crossref.org/dialog/?doi=10.21037/jgo-20-52

Journal of Gastrointestinal Oncology, Vol 11, No 4 August 2020

Introduction

Gastric cancer (GC) is one of the most common
malignancies worldwide, and it shows highest annual
incidence and mortality in China (1). In comparison with
other countries, the initial diagnosis of GC is often delayed
in China. Most patients are diagnosed at a late stage due
to inadequate early diagnosis, particularly in rural and
underdeveloped areas of China (2). Palliative chemotherapy
is still a major medical treatment in metastatic or recurrent
GC, however, there is no consensus as to the best first-
line approach for unresectable or metastatic GC (3). It is
necessary to further evaluate the clinical outcomes of various
chemotherapy regimens for patients with unresectable or
metastatic GC in the Chinese population.
Fluoropyrimidine-based regimens are widely used
as reference regimens for first-line chemotherapy of
metastatic GC in the NCCN guidelines (4). Currently,
oral fluoropyrimidines such as capecitabine and S-1 are
increasingly used owing to their safety, convenience and
the efficacy (5-7). Capecitabine or S-1 can be used as an
alternative to infusional 5-fluorouracil in doublet regimens
in pan-Asian, adapted from the European Society for
Medical Oncology clinical practice guidelines (8). However,
the optimal regimens based on capecitabine or S-1 remain
controversial. Some investigators have reported efficacy
and clinical outcomes of capecitabine and S-1 in metastatic
GC. In two phase II trials in advanced elderly patients with
metastatic GC using capecitabine or S-1, the results showed
that the median time-to-progression (T'TP) and overall
survival (OS) were similar in two groups (9,10). As a doublet
regimen of advanced GC, SOX (S-1 plus oxaliplatin) and
CAPOX (capecitabine plus oxaliplatin) regimens showed no
statistical difference in TTP (6.2 vs. 7.2 months, P=0.767)
and OS (12.4 vs. 13.3 months, P=0.686) (11). The results
of the phase II trial (XParTS II) indicated that SP (S-1 plus
cisplatin) and XP (capecitabine plus cisplatin) regimens had
no statistical difference in TTP [hazard ratio (HR) =1.126,
P=0.563] and OS (HR =0.942, P=0.776) (12). Another phase
II trial (OGSG1105, HERBIS-4A) compared the efficacy of
SP and XP regimens in human epidermal growth receptor 2
(HER2)-negative AGC, showing no statistical difference
in TTP (5.9 vs. 4.1 months, P=0.284) and OS (3.5 vs.
10.0 months, P=0.290) (13). The efficacy of capecitabine-
based and S-1 based chemotherapy regimens in the
treatment of advanced GC still warrants further research.
This study was designed to investigate the differential
clinical outcomes of capecitabine-based and S-1-based
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regimens as first-line chemotherapy for Chinese patients
with metastatic or unresectable GC. Subgroup analyses
were conducted on patients who are mostly likely to benefit
from the different treatments. We present the following
article in accordance with the STROBE reporting checklist
(available at http://dx.doi.org/10.21037/jgo-20-52).

Methods
Study population

The clinical data of patients with metastatic or unresectable
GC, who received capecitabine-based or S-1-based regimen
as first-line chemotherapy at the First Hospital of China
Medical University between October 2005 and September
2018, were collected.

The eligibility criteria of patients included: (I) aged
>18 years; (II) histologically confirmed diagnosis of GC;
(ITI) at least one measurable or evaluable lesion; (IV)
patients who received at least one cycle of chemotherapy;
(V) availability of clinic-pathological data at the start of
chemotherapy.

The exclusion criteria were as follows: (I) esophageal
cancer, squamous cell carcinomas, or gastroesophageal
junction tumors; (II) any prior palliative chemotherapy
or radiotherapy for malignancy within the past 5 years;
(III) adjuvant or neo-adjuvant therapy within the past
12 months.

Chemotherapy regimen

Patients received either capecitabine-based or S-1-
based regimen according to physician preference. In the
capecitabine-based regimen, capecitabine was provided at
1,000 mg/mz in combination regimens, 1,500 rng/m2 in
single regimen, twice a day on days 1-14. The S-1-based
regimen was planned as 40 mg/m” orally administered twice
a day on days 1-14. The combination regimens contained
oxaliplatin, cisplatin, paclitaxel and docetaxel, and relative
dose intensities of the partner drugs were similar in the two
groups. The two regimens were repeated every three weeks.

Data collection

Using the medical records of the patients, the following
information was collected, including demographics,
Eastern Cooperative Oncology Group performance status
(ECOG PS), history of previous surgery, tumor location,
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tumor differentiation, HER2 expression status, distant
metastatic status and chemotherapeutic regimens. Patients
were followed up every three months. The main endpoint
was OS, defined as the period from the unresectable or
metastatic time to death or the last follow-up visit, which
was December 15, 2018.

Propensity score matching (PSM)

PSM analysis, which matched multiple factors at the same
time and maximized the reduction of confounding bias
(14,15), was performed to correct for bias between the
effects of two regimens groups. The propensity score was
calculated using multivariable logistic regression for each
patient. The propensity score model included the following
baseline covariates: age, gender, ECOG PS, history of
previous surgery, tumor location, tumor differentiation, the
number of distant metastatic sites, as well as the metastasis
status of the bone, liver, lung and peritoneum. Then we
matched participants using a simple 1:1 nearest neighbor
matching, leading to an even distribution of potential
confounding factors in the two groups. The maximum
caliper width was 0.05 of the propensity score difference.

Statistical analysis

Categorical variables were presented as numbers and
percentages. Continuous variables were presented as the
mean = SD. The clinic-pathological parameters between two
groups were analyzed by using a Chi-square test, or Fisher’s
exact test in the observational and the PSM datasets. The
standardized mean difference (SMD) in each variable was
calculated to determine whether the PSM was adequately
conducted. An SMD more than 0.1 was considered
to represent meaningful covariate imbalance (16).
Kaplan-Meier curves with the log-rank tests were adopted
to calculate the overall cumulative probability. Cox
regression analyses were then used to evaluate independent
prognostic factors. Variables that achieved a significant level
of P<0.2 were conducted the multivariate analyses. P values
of <0.05 were considered to be statistically significant.
All P values corresponded to two-sided significance tests.
Statistical analyses were performed using SPSS 23.0
software package (SPSS, Chicago, IL) and R software,
version 3.3.1 (http://www.r-project.org).

The study was conducted in accordance with the
Declaration of Helsinki (as revised in 2013). The study
protocol was approved by the Ethics Committee of the
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First Hospital of China Medical University (No. AF-
SOP-07-1.1-01) and written informed consent was obtained
from all patients.

Results
Patient characteristics

From October 2005 to September 2018, the clinical data of
469 metastatic or unresectable GC patients were included
in this study. Of these patients, 195 received a capecitabine-
based regimen and 274 patients received an S-1-based
regimen as first-line chemotherapy. The most commonly
used chemotherapeutic type of regimen was oxaliplatin-
combined regimen, CAPOX (n=79, 40.5%) and SOX
(n=122, 44.5%) regimen, respectively. The next was taxane-
combined (paclitaxel or docetaxel) regimen, 26.7% in
capecitabine group and 20.8% in S-1 group, respectively.

In the observational dataset, there was a significant
difference between the two groups in ECOG PS (P=0.004),
the status of peritoneum metastasis (P=0.008) and liver
metastasis (P=0.015). After PSM at ratio of 1:1, a well-
balanced cohort of 374 patients remained in the analysis.
There were no significant differences among potential
prognostic factors observed in these two groups (P>0.05 for
all). The baseline characteristics of the patients before and
after PSM were listed in Table 1.

Survival outcomes

The median time of follow-up was 52 months in both
the observational and PSM datasets. In the observational
dataset, there was no significant difference in OS (10.7 vs.
11.0 months, P=0.950) between the two groups (Figure 14).
In multivariate analysis, the history of previous gastrectomy,
number of distant metastasis sites and bone metastasis
were the independent factors (Table S1). In the head-to-
head PSM analysis, application of the capecitabine group
resulted in similar OS to that observed with S-1 group
(10.7 vs. 11.1 months, P=0.523, Figure 1B). The results
of the multivariate analysis indicated that the history of
previous gastrectomy (HR =0.617, 95% CI, 0.493-0.772)
and number of distant metastasis sites (HR =1.283, 95% CI,
1.126-1.462) were the independent factors (7able 2).

Subgroup analysis
In the further subgroup analysis of the PSM dataset, there

7 Gastrointest Oncol 2020;11(4):674-684 | http://dx.doi.org/10.21037/jgo-20-52



Journal of Gastrointestinal Oncology, Vol 11, No 4 August 2020 677
Table 1 Comparison of characteristics in the observational and propensity score matching datasets
Observational dataset PSM dataset
Characteristics Capecitabine  S-1 (N=274), VD b Capecitabine  S-1 (N=187), SMD o
(N=195), n (%) n (%) (N=187), n (%) n (%)
Age (median + SD)  56.74+9.82 58.38+11.00 0.157 0.098 56.97+9.36 57.94+11.28 0.093 0.367
Gender 0.048 0.605 0.070 0.496
Male 133 (68.2) 193 (70.4) 129 (69.0) 135 (72.2)
Female 62 (31.8) 81 (29.6) 58 (31.0) 52 (27.8)
ECOG PS 0.318 0.004 0.042 0.305
0 14 (7.2) 8(2.9) 9 (4.8) 8 (4.3)
1 178 (91.3) 248 (90.5) 175 (93.6) 171 (91.4)
2 3(1.5) 18 (6.6) 3(1.6) 8 (4.3)
Previous gastrectomy 0.093 0.321 0.012 0.148
No 103 (52.8) 132 (48.2) 103 (55.1) 89 (47.6)
Yes 92 (47.2) 142 (51.8) 84 (44.9) 98 (52.4)
Location 0.237 0.097 0.052 0.349
Cardia/fundus 27 (13.8) 40 (14.6) 26 (13.9) 26 (13.9)
Body 40 (20.5) 78 (28.5) 39 (20.9) 53 (28.3)
Pylorus/antrum 85 (43.6) 91 (33.2) 80 (42.8) 67 (35.8)
Repeat 43 (22.1) 65 (23.7) 42 (22.5) 41 (21.9)
Differentiation 0.168 0.354 0.043 0.695
Well 13 (6.7) 19 (6.9) 13 (7.0) 14 (7.5)
Moderate 36 (18.5) 35 (12.8) 34 (18.2) 32 (17.1)
Poor/signet ring 108 (55.4) 169 (61.7) 103 (55.1) 112 (59.9)
Unknown 38 (19.5) 51 (18.6) 37 (19.8) 29 (15.5)
Number of distant metastasis sites 0.296 0.091 0.078 0.332
0 26 (13.3) 63 (23.0) 26 (13.9) 36 (19.3)
1 127 (65.1) 150 (54.7) 122 (65.2) 105 (56.1)
2 29 (14.9) 46 (16.8) 27 (14.4) 34 (18.2)
>3 13 (6.7) 15 (5.5) 12 (6.4) 12 (6.4)
Peritoneum metastasis 0.254 0.008 0.057 0.583
No 165 (84.6) 204 (74.5) 157 (84.0) 153 (81.8)
Yes 30 (15.4) 70 (25.5) 30 (16.0) 34 (18.2)
Lung metastasis 0.095 0.304 0.026 0.804
No 184 (94.4) 264 (96.4) 178 (95.2) 179 (95.7)
Yes 11 (5.6) 10 (3.6) 9 (4.8) 8 (4.3)

Table 1 (continued)
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Table 1 (continued)

Observational dataset PSM dataset
Characteristics (ﬁi?(;g;t,a:i(rzz) S-1 r(\l\(l():/).2)74), SMD P (CN::?Z?;t,a:i(r:/coa) S-1 rEh:;;)B?), SMD p
Bone metastasis 0.075 0.433 0.027 0.792
No 188 (96.4) 260 (94.9) 180 (96.3) 179 (95.7)
Yes 7 (3.6) 14 (5.1) 7(3.7) 8 (4.3)
Liver metastasis 0.227 0.015 0.047 0.648
No 136 (69.7) 218 (79.6) 131 (70.1) 135 (72.2)
Yes 59 (30.3) 56 (20.4) 56 (29.9) 52 (27.8)
Chemotherapeutic regimen 0.079 0.328 0.074 0.334
Oxaliplatin- 79 (40.5) 122 (44.5) 78 (41.7) 86 (46.0)
combined
Taxane-combined 52 (26.7) 57 (20.8) 49 (26.2) 37 (19.8)
Others 64 (32.8) 95 (34.7) 60 (32.1) 64 (34.2)
HER2 IHC score N=114 N=105 0.089 0.192 N=110 N=67 0.036 0.694
—/+ 88 (77.2) 91 (86.7) 84 (76.4) 54 (80.6)
++ 20 (17.5) 11 (10.5) 20 (18.2) 11 (16.4)
+++ 6 (5.3) 3(2.9) 6 (5.5) 2(3.0)

SMD, standardized mean difference; PSM, propensity score matching; SD, standard deviation; ECOG PS, Eastern Cooperative Oncology
Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.
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Figure 1 Overall survival plot in (A) the observational dataset, (B) propensity score matching analysis.

were no significantly different effects between two groups who received the capecitabine-based regimen showed a
in OS, except for the peritoneum metastasis subgroup better OS than those who received the S-1-based regimen
(Figure 2). In the peritoneum metastasis subgroup, patients (12.2 vs. 9.3 months, P=0.013). Similar results were obtained
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Table 2 Univariate and multivariate analysis of clinical characteristics in relation to overall survival in PSM database

679

Variables

Univariate analysis

Multivariate analysis

HR (95 % Cl)

P value

HR (95 % Cl)

P value

Age
<57
>57

Gender
Male
Female

ECOG PS
0
1
2

Previous gastrectomy
No
Yes

Location
Cardia/fundus
Body
Pylorus/antrum
Repeat

Differ
Well
Moderate
Poor/signet ring

Unknown

Number of metastasis sites

0
1
2
>3
Lung metastasis
No
Yes
Peritoneum metastasis
No

Yes

1.028 (0.828-1.277)

1.206 (0.951-1.528)

1.414 (0.737-1.767)

0.623 (0.501-0.776)

0.971 (0.869-1.085)

1.142 (0.991-1.316)

1.323 (1.161-1.508)

1.257 (0.760-2.079)

1,118 (0.840-1.488)

0.802

0.122

0.554

<0.001

0.603

0.066

<0.001

0.373

0.443

1,198 (0.938-1.531)

0.617 (0.493-0.772)

1.071 (0.936-1.226)

1.283 (1.126-1.462)

0.148

<0.001

0.318

<0.001

Table 2 (continued)
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Table 2 (continued)
Univariate analysis Multivariate analysis
Variables
HR (95 % CI) P value HR (95 % ClI) P value

Liver metastasis 1.256 (0.988-1.595) 0.062 1.137 (0.881-1.469) 0.324

No

Yes
Bone metastasis 1.873 (1.114-3.149) 0.018 1.603 (0.944-2.721) 0.081

No

Yes

PSM, propensity score matching; HR, hazard ratio; Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance
status.

Variables N HR (95% CI)
Age

<57 205 - 1.027 (0.762-1.383)

>57 169 H 0.834 (0.605-1.150)
Gender

Female 110 iy 0.681 (0.455-1.020)

Male 264 ] 1.060 (0.818-1.372)
Previous gastrectomy

No 192 i 1.067 (0.797-1.429)

Yes 182 | 0.878 (0.633-1.218)
ECOG PS

0 17 —_— 0.678 (0.253-1.861)

1 346 - 0.923 (0.736-1.158)

2 11 I 3 | 1.198 (0.305-4.697)
Number of metastasis sites

0 62 —— 0.880 (0.597-1.827)

1 227 —a 0.849 (0.639-1.130)

2 61 | | 1.244 (0.731-2.116)

>3 24 p—— 1.391 (0.608-3.181)
Bone metastasis

No 359 - 0.935 (0.749-1.167)

Yes 15 ! - i 0.774 (0.267-2.241)
Liver metastasis

No 266 - 0.870 (0.673-1.126)

Yes 108 —— 1.174 (0.782-1.762)
Peritoneum metastasis

No 310 —a—t 0.806 (0.635-1.024)

Yes 64 ——— 1.966 (1.141-3.389)
Lung metastasis

No 357 - 0.942 (0.754-1.175)

Yes 17 (W S—" 0.827 (0.297-2.299)
Regimen

Oxaliplatin-combined 164 1.033 (0.732-1.458)

Taxane combined 86 j.: 0.938 (0.600-1.466)

Others 124 o 0.783 (0.540-1.137)

L) T L)
025 0.5 1 2 4
Favours S-1 Favours capecitabine

Figure 2 Forest plot of the treatment effects on overall survival in the subgroup analysis.
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Figure 3 In the peritoneal metastasis subgroup, overall survival plot in (A) the observational dataset, (B) propensity score matching analysis.

in the observational dataset (12.2 months for capecitabine
vs. 8.5 months for S-1, P=0.005), shown in Figure 3. The
patients who received the S-1-based regimen showed a
survival benefit trend in the female subgroup (P=0.062; HR
=0.681, 95% CI, 0.455-1.020) and the non-peritoneum
metastasis subgroup (P=0.078; HR =0.806, 95% CI, 0.635-
1.024).

Discussion

The positive impact of palliative chemotherapy on the
survival of unresectable or metastatic patients with
gastric adenocarcinoma has become obvious over time,
although the best chemotherapy regimen has not yet been
established. The capecitabine-based regimen has been
widely used based on the REAL-2 and ML17032 trials (6,7).
It is also frequently designed as the active comparator in
phase III clinical trials to evaluate the potential of molecular
targeted therapeutics for advanced GC (17-19). Conversely,
an S-1-based regimen is the accepted standard treatment
regimen for patients with advanced GC in Japan, according
to the JCOG9912 and SPIRITS trials (20,21). To the best
of our knowledge, a capecitabine-based regimen has not
been retrospectively compared with a S-1-based regimen
as first-line chemotherapy of patients with metastatic or
unresectable GC in China.

Our study showed that there was no significant
difference in OS between two chemotherapy regimens. Our
data are consistent with two previous meta-analyses which
showed similar prognostic outcomes for the both regimens

© Journal of Gastrointestinal Oncology. All rights reserved.

(22,23). Zhu er al. showed capecitabine and S-1 exhibited a
significant OS benefit over 5-Fu in Asian population, with
HRs of 0.88 (95% CI, 0.80-0.96) and 0.90 (95% CI, 0.81-
0.99), respectively. Additionally, these regimens have similar
results in terms of overall response rate and grade 3 or 4
adverse events (23). Thus it can be seen that capecitabine
and S-1 might be competitive and interchangeable,
especially in Asian.

In the exploratory subgroup analysis, we found that
the capecitabine group had better OS (P=0.013) in the
peritoneum metastasis subgroup and the S-1 group had a
trend towards better OS (P=0.078) in the non-peritoneum
metastasis subgroup. Based on current studies, it is still
inconclusive whether capecitabine or S-1 should be used
in GC patients with peritoneal metastasis. In recent years,
some studies have achieved promising results, using these
two drugs in combination with paclitaxel or oxaliplatin to
treat GC with peritoneal metastasis (24-26). A multicenter
phase III clinical trial in Japan (PHOENIX-GC) showed
the median OS of intraperitoneal paclitaxel plus systemic
S-1 and paclitaxel compared to SP for GC patients with
peritoneal metastasis, showing OS of 17.7 and 15.2 months,
respectively (24). The result of the phase II clinical trial
of Singapore (NCT01739894), suggested that the median
OS of intraperitoneal paclitaxel combined with systemic
CAPOX for GC patients with peritoneal metastasis was
18.8 months, with a 1-year survival rate of 72.2% (25).
In another phase II trial in Korea (NCT01739894), the
median OS of intraperitoneal docetaxel plus capecitabine
and cisplatin for GC patients with peritoneal metastasis

7 Gastrointest Oncol 2020;11(4):674-684 | http://dx.doi.org/10.21037/jgo-20-52
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was 15.1 months (26). A phase II clinical trial in the
United States (NCT04034251) that uses intraperitoneal
paclitaxel and intravenous paclitaxel plus capecitabine is
still on going. To date, there has been no head-to-head
study of capecitabine versus S-1 in the treatment of GC
with peritoneal metastasis. The results of the present study
could enrich the theoretical basis, but further in-depth
demonstration was needed.

Previous studies have shown that thymidine phosphorylase
expression levels are predictors of the efficacy of capecitabine
chemotherapy regimen, whilst thymidine phosphorylase
is highly expressed in GC with liver metastases (27,28).
However, the efficacy of the capecitabine regimen in liver
metastasis of GC remains inconclusive. The present study
only analyzed the long-term survival outcomes, but did
not investigate therapeutic effect. The capecitabine group
showed extended OS compared to the S-1 group in the liver
metastasis subgroup, which was not statistically significant.
Therefore, more clinical studies are required to further
verify these findings.

The limitations of this study must be acknowledged.
Firstly, it is a retrospective study in a single institution.
The patients received either the capecitabine-based or S-1-
based regimen according to physician preference, which
corresponded to a non-randomized, unblinded setting with
a high risk of selection bias. PSM analysis used in this study
could balance the selection bias to some extent. The results
are needed to be validated in multicenter, prospective cohort
study. Secondly, the information about HER2 status was
incomplete, approximately 40% missing values. Because the
patients enrolled in present study were from 2005, and the
test of HER2 status for metastatic advanced GC was not a
routine examination in early years after ToGA (Trastuzumab
for Gastric Cancer) study reported (17). After 2014, the
detection rate of HER2 can reach close to 70% (data not
shown). Considering HER2 status was not concerned with
capecitabine or S-1 medication, this study did not include
HER?2 status into the propensity-score model. Thirdly, this
study did not provide toxicity and response analysis results
by considering the relatively clear toxicity of these two
drugs. Fourthly, the lack of comparison of progression-free
survival and subsequent treatment between the two groups
has brought limitations to a more in-depth discussion.

Conclusions

In conclusion, our study suggested that there was no
significant difference in OS between capecitabine-based and

© Journal of Gastrointestinal Oncology. All rights reserved.

S-1-based regimen as first-line chemotherapy of patients
with metastatic or unresectable GC in China. We find that
the use of the capecitabine-based regimen should be taken
into consideration in the treatment of GC patients with
peritoneum metastasis. Further large-scale randomized
studies focusing on certain types of regimen are needed to
validate the optimal treatment strategy.
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Supplementary

Table S1 Univariate and multivariate analysis of clinical characteristics in relation to overall survival in the observational dataset

Univariate analysis Multivariate analysis

Variables
HR (95 % Cl) P value HR (95 % Cl) P value

Age 0.980 (0.808-1.190) 0.842
<57
>57

Gender 1.134 (0.919-1.399) 0.240
Male
Female

ECOG PS 1.314 (0.921-1.874) 0.132
0
1
2

Previous gastrectomy 0.660 (0.543-0.802) <0.001 0.632 (0.520-0.769) <0.001
No
Yes

Location 0.998 (0.905-1.101) 0.972
Cardia/fundus
Body
Pylorus/antrum
Repeat

Differ 1.126 (0.991-1.280) 0.070
Well
Moderate
Poor/signet ring
Unknown

Number of metastasis sites 1.270 (1.130-1.428) <0.001 1.266 (1.130-1.419) <0.001
0
1
2
>3

Lung metastasis 1.066 (0.664-1.711) 0.791
No
Yes

Peritoneum metastasis 1.281 (1.012-1.620) 0.039
No
Yes

Liver metastasis 1.198 (0.957-1.500) 0.115
No
Yes

Bone metastasis 2.083 (1.327-3.272) 0.001 1.768 (1.116-2.801) 0.015
No

Yes

HR, hazard ratio; Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status.



