W J

World Journal of
Gastroenterology

Online Submissions: http:/ /www.wjgnet.com/esps/
wjg@wijgnet.com
doi:10.3748 / wjg.v19.i21.3309

World | Gastroenterol 2013 June 7; 19(21): 3309-3315
ISSN 1007-9327 (print) ISSN 2219-2840 (online)
© 2013 Baishideng. All rights reserved.

BRIEF ARTICLE

Efficacy of adjuvant XELOX and FOLFOX6 chemotherapy
after D2 dissection for gastric cancer

Ying Wu, Zhe-Wei Wei, Yu-Long He, Roderich E Schwarz, David D Smith, Guang-Kai Xia, Chang-Hua Zhang

Ying Wu, Zhe-Wei Wei, Yu-Long He, Guang-Kai Xia, Chang-
Hua Zhang, Department of Gastrointestinopancreatic Surgery
of the First Affiliated Hospital of Sun Yat-Sen University, Gastric
Cancer Center of Sun Yat-Sen University, Guangzhou 510080,
Guangdong Province, China

Roderich E Schwarz, TU Health Goshen Center for Cancer Care,
Indiana University, Goshen, IN 46526, United States

David D Smith, Division of Biostatistics, City of Hope National
Medical Center, Duarte, CA 91010, United States

Author contributions: Wu'Y and Wei ZW contributed equally
to this work; He YL, Schwarz RE and Zhang CH designed the
research; Wu Y, Wei ZW, Xia GK and Zhang CH performed the
research; Wu'Y, Wei ZW and Smith DD analyzed the data; Wu Y,
Wei ZW and Zhang CH wrote the paper.

Supported by National Natural Science Foundation of China,
No. 30700805 and 81272643; Project 5010 from Sun Yat-Sen
University, No. 20100816; Young Teacher Training Project of
Sun Yat-Sen University, No. 09ykpy49

Correspondence to: Chang-Hua Zhang, MD, PhD, Depart-
ment of Gastrointestinopancreatic Surgery of the First Affiliated
Hospital of Sun Yat-Sen University, Gastric Cancer Center of Sun
Yat-Sen University, 58 Zhongshan 2™ Road, Guangzhou 510080,
Guangdong Province, China. zhchangh@mail.sysu.edu.cn
Telephone: +86-20-87331059 Fax: +86-20-87331059
Received: January 30,2013  Revised: April 16,2013
Accepted: May 7, 2013

Published online: June 7, 2013

Abstract

AIM: To compare the efficacy of capecitabine and ox-
aliplatin (XELOX) with 5-fluorouracil, folinic acid and
oxaliplatin (FOLFOX6) in gastric cancer patients after
D2 dissection.

METHODS: Between May 2004 and June 2010, pa-
tients in our gastric cancer database who underwent
D2 dissection for gastric cancer at the First Affiliated
Hospital of Sun Yat-Sen University were retrospectively
analyzed. A total of 896 patients were enrolled into this
study according to the established inclusion and exclu-
sion criteria. Of these patients, 214 received the XELOX
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regimen, 48 received FOLFOX6 therapy and 634 pa-
tients underwent surgery only without chemotherapy.
Overall survival was compared among the three groups
using Cox regression and propensity score matched-
pair analyses.

RESULTS: Patients in the XELOX and FOLFOX6 groups
were younger at the time of treatment (median age
55.2 years; 51.2 years vs 58.9 years), had more un-
differentiated tumors (70.1%; 70.8% vs 61.4%),
and more lymph node metastases (80.8%; 83.3%
vs 57.7%), respectively. Overall 5-year survival was
57.3% in the XELOX group which was higher than that
(47.5%) in the surgery only group (P = 0.062) and
that (34.5%) in the FOLFOX6 group (P = 0.022). Mul-
tivariate analysis showed that XELOX therapy was an
independent prognostic factor (hazard ratio = 0.564,
P < 0.001). After propensity score adjustment, XELOX
significantly increased overall 5-year survival compared
to surgery only (58.2% vs 44.2%, P = 0.025) but not
compared to FOLFOX6 therapy (48.5% vs 42.7%, P =
0.685). The incidence of grade 3/4 adverse reactions
was similar between the XELOX and FOLFOX6 groups,
and more patients suffered from hand-foot syndrome
in the XELOX group (P = 0.018).

CONCLUSION: Adjuvant XELOX therapy is associated
with better survival in patients after D2 dissection, but
does not result in a greater survival benefit compared
with FOLFOX6 therapy.

© 2013 Baishideng. All rights reserved.
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Core tip: This original study retrospectively analyzed the
efficacy of adjuvant chemotherapy and compared the
effects of adjuvant capecitabine and oxaliplatin (XELOX)
therapy with 5-fluorouracil, folinic acid and oxaliplatin
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(FOLFOX6) therapy in gastric cancer patients undergo-
ing D2 dissection. Propensity score matched-pair analy-
sis was performed to account for biases associated with
retrospective data. Adjuvant XELOX was significantly
associated with improved survival after D2 dissection
compared to surgery alone following multivariate Cox
regression and propensity score matched analyses,
however, the XELOX regimen did not result in a greater
survival benefit compared with the FOLFOX6 regimen.
Our findings suggest that adjuvant XELOX therapy
should be considered in curable gastric cancer patients.
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INTRODUCTION

Gastric cancer (GC) is the fourth prevalent cancer and
second most common cause of cancer-related deaths
wotldwide, with half of all patients in East Asia'"¥. Radical
resection remains the only curative treatment for G,
Radical gastrectomy with D2 lymphadenectomy is the stan-
dard treatment for patients with resectable GC in Eastern
countries’™" and is now recommended in Western coun-
tries™ . However, even if radical resection is performed,
about 50% patients have recurrence within 5 years of
smgeryl‘r”“’lZJ and 50%-90% of patients die due to disease
relapsem. Therefore, novel approaches such as multimo-
dality therapies are being explored to improve treatment
outcome. Adjuvant chemotherapy has been intensively
investigated for several decades, but definitive evidence is
limited especially in patients after D2 dissection ",

The chemotherapeutic regimen after GC resection
is heterogeneous throughout the world and the optimal
regimen has not yet been determined™"”. S-1 plus cispla-
tin is considered the standard regimen for advanced GC
in ]apan“s’w], while its application outside Japan remains
uncertain. In the United States, the standard of care is
adjuvant bolus 5-fluorouracil (5-FU)-based chemoradio-
therapy for resected GC based primarily on the results of
the Intergroup 116 trial®”. In European countries, the epi-
rubicin, cisplatin and 5-FU (ECF) regimen was associated
with survival benefits in the MAGIC trial”", but not in the
Intergroup CALGB 80101 trial™. Recently, the CLASSIC
trial™ carried out in 37 centers in South Korea, China and
Taiwan showed that 6 mo of adjuvant capecitabine and
oxaliplatin (XELOX) chemotherapy improved 3-year dis-
ease-free survival compared with surgery alone. However,
this was a pre-specified interim efficacy analysis and not
yet formally validated. Nevertheless, based on published
data, adjuvant chemotherapy might improve survival,
however, further definite evidence is needed, and a clearly
supetior strategy has not yet emerged. Adjuvant XELOX
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and 5-FU, folinic acid and oxaliplatin (FOLFOXG6) che-
motherapy has been widely used in GC patients. However,
few studies have directly compared their efficacy.

In the present study, we used our GC database pro-
spectively established since 1994 and retrospectively ana-
lyzed the efficacy of adjuvant XELOX and FOLFOX6
therapy in GC patients undergoing D2 dissection. This
study aimed to: (1) examine the benefit of adjuvant che-
motherapy; (2) compare the prognosis of patients under-
going D2 dissection plus XELOX or FOLFOX6 with
that of patients undergoing surgery only; and (3) account
for biases associated with treatment selection of adjuvant
chemotherapy in retrospective data through propensity
score adjusted analysis.

MATERIALS AND METHODS

Patient population

From May 2004 to June 2010, 1083 patients in our da-
tabase underwent gastrectomy with D2 nodal dissection
for GC at the First Affiliated Hospital of Sun Yat-Sen
University. This study was approved by the Ethical Review
Committee of the First Affiliated Hospital of Sun Yat-Sen
University. All patients signed an informed consent. The
stage of gastric carcinoma was determined according to
the TNM Classification of Malignant Tumors established
by the International Union against Cancer 7" edition™,

Inclusion and exclusion criteria

The inclusion criteria for this study were as follows: (1)
histologically proven advanced GC, radical gastrectomy
with D2 lymph-node dissection and RO surgery; (2) pa-
tients aged between 20 and 75 years; (3) no preoperative
chemotherapy, immunotherapy ot radiotherapy; (4) pa-
tients receiving chemotherapy 4 wk after surgery; and (5)
no synchronous or metachronous cancers.

Five exclusion criteria were employed: (1) age > 75 or
< 20 years; (2) hepatic, renal, pulmonary or cardiac dys-
function; (3) severe postoperative complications, such as
anastomotic fistula and pancreatic fistula; (4) less than 15
lymph nodes retrieved; and (5) loss to follow-up.

According to the inclusion and exclusion criteria, a to-
tal of 896 patients were included in the final analysis. Of
these patients, 214 (23.9%) received XELOX chemother-
apy (the XELOX group), 48 (5.4%) received FOLFOXG6
chemotherapy (the FOLFOXG6 group), and 634 (70.7%)
underwent surgery only without chemotherapy (the sur-
gery only group).

Chemotherapy regimen

The XELOX regimen consisted of 3-wk cycles of oral
capecitabine (1000 mg/m2 twice daily on days 1-14 of
each cycle plus intravenous oxaliplatin (130 mg/ m’ on
day 1 of each cycle). The FOLFOXG6 regimen consisted
of 2-wk cycles of intravenous oxaliplatin 85-100 mg/ m’
and leucovorin 200 mg/m2 over 2 h on day 1 of each
cycle plus 5-FU 400 mg/ m’ bolus with infusional 5-FU
2400 mg/ m’ in 48 h of each cycle. The median chemo-
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therapy duration was 8 cycles in the XELOX group and
7 in the FOLFOX6 group. All patients underwent weekly
clinical evaluation and routine blood examinations during
chemotherapeutic treatment. Chemotherapeutic adverse
reactions were graded on a 0-4 scale for acute and sub-
acute toxicity in accordance with the WHO guidelines for
anti-cancer drugs.

Follow-up

Follow-up assessments were performed every 3 mo for
the first 2 years after surgery and then every 6 mo until the
patient’s death. The survival status of patients was ascer-
tained in December 2011. Median follow-up was 39.7 mo
(range 6-87.6 mo).

Statistical analysis

Analyses were performed using the SPSS 18.0 software
(SPSS, Inc., Chicago, IL, United States). The overall
survival was recorded from the date of surgery to the
date of death from any cause or last follow-up. Survival
curves and overall 5-year survival rates were established
according to the Kaplan-Meier and Log-Rank methods.
Hazard ratios for death were calculated by Cox regression
analysis with backward model selection. The potential
prognostic factors entered into the Cox regression model
were as follows: chemotherapy (surgery only »s XELOX
vs FOLFOXO0); age (continuous variable); gender; tumor
location (whole stomach »s upper »s middle »s lower 25
remnant stomach); pathological T category (I'1 and 2 »s
T3 vs T4a vs T4b); pathological N category (INO »s N1 »s
N2 25 N3a »s N3b); macroscopic Borrmann type (I and
II »s T »5s IV and V); and tumor differentiation (undif-
ferentiated ss differentiated). Two-sided P values were
calculated for all tests. P values less than 0.05 were con-
sidered statistically significant.

To reduce selection biases associated with retrospec-
tive data, propensity score matched-pair analysis was per-
formed with 1 to 1 matching (XELOX and surgery only;
XELOX and FOLFOXG6). The propensity scote method
was used to determine the probability of an individual
patient having received a certain treatment as a function
of several confounding covariates that were collapsed into
a single predictormm. Individuals were matched for age,
gender, tumor location, Borrmann type, number of re-
trieved nodes, tumor differentiation, pathological T cate-
gory and pathological N category. In total, there were 370
patients in the XELOX »s surgery only analysis (7 = 185
for adjuvant XELOX and 7 = 185 for surgery only) and
74 patients in the XELOX »s FOLFOXG6 analysis (7 = 37
for XELOX and » = 37 for FOLFOXG6). Kaplan-Meier
methods and Log-Rank analyses were then performed.

RESULTS

The clinicopathological characteristics of the 896 patients
are shown in Table 1. Compared to the surgery only
group, patients in the XELOX and FOLFOXG6 groups
were younger at the time of treatment (median age 55.2
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Figure 1 Overall survival analysis according to the Kaplan-Meier method
for patients in the surgery only group (n = 634), the capecitabine and ox-
aliplatin group (n = 214) and the 5-fluorouracil, folinic acid and oxaliplatin
group (n = 48). Overall survival was higher in the capecitabine and oxaliplatin
(XELOX) group vs the surgery only group (P = 0.069) and 5-fluorouracil, folinic
acid and oxaliplatin (FOLFOX6) groups (P = 0.022).

years; 51.2 years s 58.9 years), had more undifferentiated
tumors (70.1%; 70.8% us 61.4%), and more lymph node
metastases (80.8%; 83.3% vs 57.7%), respectively. There
were no significant differences in baseline features be-
tween the XELOX and FOLFOXG6 groups.

In the 896 patients, the overall mean and median sut-
vival were 57.8 and 52.7 mo, respectively. Overall 3-year
and 5-year survival rates were 56.4% and 47.5% in the
surgery only group, 61.5% and 57.3% in the XELOX
group, and 41.3% and 34.5% in the FOLFOXG6 group, re-
spectively. Overall survival rate in the XELOX group was
higher than that in the surgery only group (P = 0.069) and
the FOLFOXG6 group (P = 0.022) (Figure 1). Following
multivariate analysis, adjuvant chemotherapy was found to
have a prognostic influence on the hazard ratio (HR) for
death (P = 0.001), and the HR for death was 0.564 (95%CI:
0.416-0.765; P < 0.001) for XELOX therapy (Table 2). In
addition, pathological T category, pathological N category,
tumor location, and macroscopic Borrmann type were
also prognostic factors for overall survival. Recurrence
rate was 24.3% (52/214) in the XELOX group, 31.3%
(15/48) in the FOLFOX6 group and 32.8% (208/634) in
the surgery only group. Recurrence rate in the XELOX
group was lower than that in the surgery only (P = 0.021)
and the FOLFOXG6 (P = 0.36) groups.

In an attempt to eliminate treatment selection bias
associated with retrospective data, a propensity score
matched-pair analysis was performed using the follow-
ing variables: age, gender, tumor location, Borrmann
type, number of retrieved nodes, tumor differentiation,
pathological T category and pathological N category.
This resulted in a total of 370 patients for the XELOX
vs surgery only analysis with 185 cases per treatment arm,
and a total of 74 patients for the XELOX »s FOLFOXG6
analysis with 37 cases per treatment arm. There were no
significant differences (P > 0.05) among the matched
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Table 1 Patient characteristics 7 (%)

XELOX P value'

(n = 214) P value

Surgery only FOLFOXé
(n = 634) (n = 48) P value
Age (yr)
Mean + SD 589+125 51.2+132 <0.001
Median 60 52
Tumor location, whole stomach 23 (3.6) 5(10.4)
Upper 192 (30.3) 11 (22.9)
Middle 148 (23.3) 16 (33.3)
Lower 235 (37.1) 14 (29.2)
Remnant stomach 36 (5.7) 2(4.2)
Macroscopic Borrmann type 0.035
I 39 (6.2) 0(0.0)
I 171 (27) 7 (14.6)
1T 333 (52.5) 30 (62.5)
IV and V 91 (14.4) 11 (22.9)
Histological type 0.219
Differentiated 245 (38.6) 14 (29.2)
Undifferentiated 389 (61.4) 34 (70.8)
Pathological T category <0.001
T1 and 2 117 (18.5) 0(0.0)
T3 73 (11.5) 1(21)
T4a 342 (53.9) 41 (85.4)
T4b 102 (16.1) 6 (12.5)
Retrieved node
Mean + SD 264+159  321+19.2 0.019
Median (range) 24 (0-102) 31 (0-89)
Pathological N category 0.005
NO 268 (42.3) 8(16.7)
N1 91 (14.4) 7 (14.6)
N2 108 (17) 12 (25)
N3a 89 (14) 9 (18.8)
N3b 78 (12.3) 12 (25)

5524114 <0001 0.051
57

7 (3.3) 0124
55 (25.7)
61 (28.5)
87 (40.7)
4(1.9)

0.014  0.064

13(6.1)
39 (18.2)
138 (64.5)
24 (112)

0013 0919

<0.001  0.087

297+145 0004 0339
27 (1-91)
<0001 0.085

!Capecitabine and oxaliplatin (XELOX) group s 5-fluorouracil, folinic acid
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and oxaliplatin (FOLFOX) group.

significant difference in overall survival between the XE-
LOX and FOLFOXG6 groups (P = 0.685). Overall 3-year
survival was 42.7% in the FOLFOXG6 group and 48.5%
in the XELOX group with a median survival of 37.5 and
44.7 mo, respectively.

Grade 3/4 adverse reactions in the XELOX and
FOLFOXG6 groups are shown in Table 3. A total of 75
patients in the XELOX group (35%) experienced grade
3/4 adverse events similar to the rate in the FOLFOX6
group (19 patients, 39.6%, P = 0.618). More patients in
the XELOX group experienced hand-foot syndrome than
in the FOLFOXG6 group (9.8% »s 0%, P = 0.018).

0 1 2 3 4 5 6 7 8
Overall survival time (yr)

Figure 2 Overall survival analysis according to the Kaplan-Meier method
for patients in the D2 surgery only group (n = 185) and in the D2 surgery
plus capecitabine and oxaliplatin group (n = 185) after propensity score
matched-pair adjustment. XELOX: Capecitabine and oxaliplatin.

variables by treatment group (tesults not shown). On
matched analysis, adjuvant XELOX therapy significantly
improved overall survival compared to surgery only with
longer mean overall survival (51.2 mo »s 48.9 mo) and
better 3-year (60.9% vs 51.7%) and 5-year survival (58.2%
vs 44.2%, P = 0.025) (Figure 2). However, there was no
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DISCUSSION

This study showed that adjuvant XELOX was significant-
ly associated with improved survival after D2 dissection
for GC compared to D2 dissection alone, regardless of
age, tumor differentiation, and nodal status. After adjust-
ment for confounders in the propensity score analysis,
adjuvant XELOX therapy improved 5-year overall sur-
vival by approximately 14% (P = 0.025) compared to sur-
gery only, but was not associated with a greater survival
benefit than FOLFOXG6 therapy (48.5% s 42.7%, P =
0.685). These results demonstrated that adjuvant XELOX
therapy should be considered in curable GC patients.

D2 gastrectomy has been the standard surgical proce-
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Table 2 Multivariate survival analysis by Cox regressions

HR and 95%ClI
HR Lower Upper P value P value

Overall

Adjuvant chemotherapy 0.001
Surgery only Reference
FOLFOX6 0.762 0503 1.156  0.201
XELOX 0.564 0416 0.765 <0.001
Pathological N category <0.001
NO Reference
N1 1.613 1.049 2483  0.030
N2 2952 2011 4.334 <0.001
N3a 3.938 2702 5.739 <0.001
N3b 5.025 3382 7465 <0.001
Tumor location 0.003
Whole stomach Reference
Upper 0.671 0421 1.071  0.094
Middle 0.663 0414 1.064 0.088
Lower 0.681 0422 1.099 0115
Remnant stomach 1454 0791 2675 0228
Macroscopic Borrmann type <0.001
ITand I Reference
il 1199 0875 1.642 0258
IVand V 2142 1469 3.124 <0.001
Pathological T category <0.001
T1 and 2
T3 1112 0477 2590  0.806
T4a 3.010 1574 5.757  0.001
T4b 4944 2477 9.870 <0.001

HR: Hazard ratio; FOLFOX6: 5-fluorouracil, folinic acid and oxaliplatin;
XELOX: Capecitabine and oxaliplatin.

dure for GC in Eastern countries for several decades. For
accurate pathological N category, at least 15 nodes should
be retrieved for pathological examination according to
the International Union against Cancer 7" edition™",
Accurate tumor stage supports correct prognostic evalu-
ation. This is why patients with less than 15 nodes were
excluded in the current study. However, few studies have
compared D2 surgery only with D2 surgery plus adjuvant
chemotherapy in patients with GC. The JCOG 9206-1
clinical trial®™ failed to demonstrate the survival benefits
of adjuvant chemotherapy with intravenous mitomyecin,
fluorouracil, and cytarabine followed by oral fluorouracil
after D2 or greater dissection. The JCOG 9206-2 phase
Il trial also showed no survival benefit with adjuvant
intraperitoneal and intravenous cisplatin followed by oral
fluorouracil in serosa-positive GC after D2 dissection
compared to D2 dissection alone™. However, the phase
Il CLASSIC study™ reported a significant improvement
in 3-year disease-free survival with the XELOX regimen
compared to surgery alone. Our study demonstrated that
adjuvant XELOX significantly improved 5-year survival
compared to D2 dissection only. As one center involved
in the CLASSIC trial, results in the current study were
consistent with the preliminary 3-year report of the
CLASSIC trial and further confirmed the efficacy of ad-
juvant XELOX chemotherapy after D2 dissection in the
Chinese population based on overall 5-year survival data.
Compared to the CLASSIC trial, the 3-year overall sut-
vival rate was relatively low in our study (61.5% »s 83%
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Table 3 Grade 3/4 adverse reactions in 5-fluorouracil, folinic

acid and oxaliplatin and capecitabine and oxaliplatin treatment
groups 71 (%)

Adverse reactions FOLFOX6 XELOX P value
(n = 48) n = 214)
At least one adverse event 19 (39.6) 75 (35) 0.618
Vomitting 5 (10.4) 16 (7.5) 0.555
Anorexia 5 (10.4) 20 (9.3) 0.788
Oral mucositis 1(2.0) 3(14) 0.557
Diarrhea 4(8.3) 14 (6.5) 0.751
Hand-foot syndrome 0 (0.0) 21 (9.8) 0.018
Peripheral neurotoxicity 9 (18.8) 25 (11.7) 0.232
Leukocyte/neutropenia 7 (14.5) 16 (7.5) 0.153
Thrombocytopenia 4 (8.3) 14 (6.5) 0.751
ALT/AST increase 1(2.0) 5(2.3) 0.999

AST: Aspartate aminotransferase; ALT: Alanine aminotransferase; FOLF-
OX6: 5-fluorouracil, folinic acid and oxaliplatin; XELOX: Capecitabine and
oxaliplatin.

in the XELOX group and 57.3% vs 78% in the control
group). The main reasons for this may be related to the
different population and advanced disease in our study.
To eliminate selection biases associated with retrospective
data, propensity score adjusted and matched-pair analyses
were performed, and adjuvant XELOX therapy showed
improved survival after D2 dissection in GC patients
compared to surgery only. Our findings demonstrated
that adjuvant XELOX was an effective therapy for pa-
tients with resectable GC.

In this study, adjuvant XELOX therapy was associat-
ed with a significantly higher overall survival than FOLF-
OX06 before propensity score adjusted analysis. However,
this significant difference disappeared after propensity
score matched analysis. A similar phenomenon occurred
during a comparison between XELOX therapy and sur-
gery only with or without propensity score analysis. These
discrepant results showed that unbalanced features asso-
ciated with retrospective data existed between these two
groups, even if no significant unbalanced baseline factors
were found before propensity score adjustment. The rela-
tively small sample size in the FOLFOXG6 group limited
the efficacy of propensity score analysis and the reliability
of our conclusion. Different chemotherapy regimens lead
to different effects, and some chemotherapy regimens
may not result in survival improvementpoj. The main dif-
ferences between the XELOX and FOLFOXG6 regimens
were oral capecitabine and intravenous 5-FU. Although
5-FU is the most established single-agent drug in pallia-
tive chemotherapeutic GC care, the tumor response to
5-FU was reported to be inadequately predicted in SCID
mouse models with sometimes no antitumor effects ob-
served”. A retrospective study compared the effects of
the XELOX regimen with the FOLFOXG6 regimen in GC
patients after D2 dissection and found no survival dif-
ference (5-year survival rate: 34% o5 29%) between these
two regimensmj. A meta-analysis showed that the HR for
death for oral capecitabine-containing regimens was 0.94
(95%CI: 0.89-1.00; P = 0.0489) in patients with advanced
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gastrointestinal cancers compared to 5-FU-containing
regimens™. Our study showed no survival benefit for
XELOX therapy compared to FOLFOXG6 therapy and
similar severe side effects were observed in these two
groups. However, oral capecitabine was found to be more
convenient and less dangerous than intravenous 5-FU.
Few patients had nausea and vomiting during XELOX
therapy, although more patients suffered from hand-foot
syndrome. Most patients undergoing FOLFOXG6 therapy
did not complete all the required treatment courses due
to frequent hospital visits for biweekly treatment and
adverse effects related to eating, drinking and sleeping;
This may be why more patients and doctors preferred the
XELOX regimen.

In conclusion, this study demonstrated that adjuvant
XELOX therapy was associated with survival benefits in
GC patients after D2 dissection and provides a superior
option for curable GC patients.
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COMMENTS

Background

The clinical treatment of gastric cancer (GC) is challenging and overall sur-
vival is poor. Adjuvant chemotherapy has been intensively investigated for
several decades but definitive evidence is limited especially for patients after
D2 dissection.

Research frontiers

Adjuvant capecitabine and oxaliplatin (XELOX) and 5-fluorouracil, folinic
acid and oxaliplatin (FOLFOX6) chemotherapy have been widely used in GC
patients. However, few studies have directly compared their efficacy and the
optimal regimen of adjuvant chemotherapy has not yet been determined.

Innovations and breakthroughs

The authors found that adjuvant XELOX was significantly associated with
improved survival after D2 dissection compared to surgery alone following mul-
tivariate Cox regression and propensity score matched analyses. However, the
XELOX regimen did not result in a greater survival benefit than the FOLFOX6
regimen.

Applications

The findings in this study demonstrated that adjuvant XELOX therapy should be
considered in curable GC patients.

Terminology

The propensity score method is used to determine the probability of an indi-
vidual patient having received a certain treatment as a function of several con-
founding covariates that are collapsed into a single predictor.

Peer review

The optimal chemotherapeutic regimen after resected advanced GC is still
one of the clinical challenges. Based on previous studies, whether adjuvant
chemotherapy can improve GC survival is still uncertain. Although XELOX
(capecitabine and oxaliplatin) and FOLFOX6 (5-fluorouracil, folinic acid and
oxaliplatin) regimens have been widely used in clinics, few studies have shown
direct evidence to indicate their efficacy. This study compared the efficacy of
XELOX and FOLFOX6 for GC patients after D2 dissection, and the findings
have some scientific and clinical significance.
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