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plasma level of vascular endothelial growth 
factor in gastric antrum cancer
Fa Fang1, Jie Gao2, Xing Bi3, Feng Han4 and Hai‑jiang Wang1*

Abstract 

This study discusses the effect and clinical significance of fast-track surgery (FTS) combined with laparoscopic radical 
surgery on the plasma level of vascular endothelial growth factor (VEGF) in locally advanced gastric antrum cancer. 
Plasma VEGF levels were detected in 63 cases of locally advanced gastric antrum cancer by using double-antibody 
sandwich Avidinbiotincomplex-ELISA before and after operation. The pure laparoscopic surgery group (group A) 
comprised 30 cases, and the combined FTS group (group B) consisted of 33 cases. Results of the two groups were 
obtained at similar time points and then compared. The VEGF levels were not significantly different between the 
two groups on the first day before the operation and on the first day, third day, and sixth month after the operation 
(P > 0.05). However, the differences were significant on the seventh day and first month after the operation (P < 0.05). 
The postoperative eating time, anal exhaust time, and hospital stay of the patients were statistically significantly dif‑
ferent between the two groups (P < 0.05). Nevertheless, no significant differences were detected in terms of wound 
healing time and complications (P > 0.05). The 3-year survival rate significantly differed between the two groups 
(P < 0.05). FTS combined with laparoscopic surgery can decrease the postoperative VEGF level compared with pure 
laparoscopic surgery. The combined approach improved postoperative recovery without prolonging the wound heal‑
ing time or increasing the incidence of postoperative complications. The 3-year survival rate also increased. Thus, FTS 
combined with laparoscopic surgery can improve the prognosis in gastric antrum cancer.
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Background
Gastric cancer is a prevalent malignant cancer worldwide 
and ranks second among all cancers in terms of mortality 
(Parkin et  al. 2005). Surgery is the commonly used and 
the most effective approach for treatment of gastric can-
cer. In recent years, laparoscopic surgery has provided 
a new solution to gastric cancer treatment. Goh et  al. 

(2001) first reported treatment of advanced gastric can-
cer by using laparoscopic D2 radical gastrectomy in 1997. 
The safety and feasibility of this approach have been rec-
ognized by many scholars.

Postoperative recovery involves the synergism of various 
factors. Wilmore et  al. (Wilmore and Kehlet 2001; Kehlet 
and Wilmore 2002) proposed the concept of fast-track sur-
gery (FTS) in 2001; FTS aims to adopt optimized measures 
for perioperative treatment by resorting to evidence-based 
medicine. FTS can facilitate postoperative recovery by 
reducing postoperative physical and psychological stresses. 
During recovery and repair of cells and tissues, vascular 
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endothelial growth factor (VEGF) is an important fac-
tor that regulates angiogenesis. VEGF plays a crucial role 
in wound healing by inducing neoangiogenesis, promot-
ing collagen deposition, and stimulating epithelization 
(Bao et  al. 2009; Barrientos et  al. 2008). VEGF also pro-
vides oxygen and nutrition for tumor growth, infiltration, 
and metastasis. Reports showed (Belizon et  al. 2008) that 
laparoscopic surgery decreases the increasing amplitude of 
postoperative VEGF and the probability of recurrence. Nev-
ertheless, whether FTS combined with laparoscopic surgery 
can inhibit the increasing postoperative VEGF level, facili-
tate postoperative recovery, and improve survival without 
increasing the incidence of complications or wound heal-
ing time remains debatable. To elucidate the effect of FTS, 
scholars have compared the outcome of patients with locally 
advanced gastric antrum cancer after pure laparoscopic sur-
gery or laparoscopic surgery combined with FTS. Changes 
in the plasma VEGF levels are regularly monitored to assess 
the influence of FTS combined with laparoscopic surgery on 
postoperative VEGF levels and on the prognosis. Research 
results are reported in this article.

Patients and methods
General information
We recruited 63 cases of locally advanced gastric antrum 
cancer admitted to our hospital (31 males and 32 females, 
aged 46–73  years old) from January 2009 to October 
2011. Of these cases, 56 patients were Han, and seven 
patients were minority. Approval was obtained from the 
hospital ethics committee, and informed consent was 
signed by all patients. The general information of the two 
groups of patients showed no statistically significant dif-
ference (P > 0.05, Table 1).

Inclusion and exclusion criteria
Inclusion criteria: pathologically confirmed as adenocar-
cinoma before surgery; no distant metastasis found in 
imaging and laboratory examinations; no serious func-
tional disorder of major organs with surgical tolerance; 

and belong to the T2 or T3 stage by preoperative clinical 
staging. Exclusion criteria: received neoadjuvant chemo-
therapy; presented multiple primary gastric cancers; 
found with distant metastasis through intraoperative 
examination; and presence of bleeding, obstruction, and 
perforation requiring emergency rescue.

Laparoscopic surgery and FTS
All surgeries were performed by the same group of sur-
geons. Conventional five-incision method was used. 
Pneumoperitoneum was established with pressure rang-
ing from 12 to 14  mmHg, and a 10-mm Trocar and a 
laparoscope was successively inserted. For all patients, (1) 
D2 radical gastrectomy was performed; (2) en bloc exci-
sion was performed along the paratumor tissues; (3) and 
tumor-free principle was followed. For the combined FTS 
group, additional treatment measures were administered. 
Preoperative education and nutrition support therapy 
were enhanced. The postoperative fasting time was short-
ened. The nutrition canal was indwelled by 20–30  cm 
from the distal end of the anastomotic stoma. Insulation 
was also conducted, and 5-hydroxytryptamine recep-
tor antagonist was given to relieve nausea and vomit-
ing. Patients also started eating and moving around at an 
earlier time. Sufficient analgesic measures were further 
provided. The following conventional recovery meas-
ures were administered in the control group: normal diet 
before operation, preoperative fasting for 6–8 h; only the 
gastric tube was indwelled; the patient was not allowed 
to eat until the first anal exhaust; and targeted analgesics 
were provided according to the need of patients.

Statistical method
SPSS 13.0 software was used. Attribute data were ana-
lyzed using χ2 test, and variable data were expressed as 
X ±  S. Pearson’s correlation was calculated to compare 
the differences in the VEGF levels. Repeated measure 
analysis of variance was applied to compare the VEGF lev-
els obtained at the same time points. A test for spherical 

Table 1  General clinical data of the two groups of patients with gastric antrum cancer

Item Group A Group B P value

Sex (male/female) 16/14 15/18 0.53

Age (years) 61.53 ± 12.37 61.12 ± 12.46 0.83

Ethnic (Han/minority) 27/3 29/4 0.79

Preoperative complication (yes/no) 13/17 14/19 0.94

Surgical approach (Billorth I/Billorth II) 12/18 17/16 0.36

Pathological type

Mucinous adenocarcinoma, signet ring cell carcinoma and undifferentiated adenocarcinoma 11 13 0.82

Highly/moderately differentiated adenocarcinoma 19 20

Type of tumor (protruded type/ulcerative type) 14/16 12/21 0.41
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symmetry was also performed (if the spherical symmetry 
hypothesis was null, Greenhouse–Geisser correction was 
performed). Kaplan–Meier single-factor analysis was con-
ducted to compare the cumulative survival rate and the 
average survival time within 1–3 years after the operation. 
The significance level was set as α = 0.05.

VEGF detection
Double-antibody sandwich ABC-ELISA was conducted. 
A VEGF-ELISA assay kit was purchased from Jingmei 
Biotech Co., Ltd. The procedures were performed in 
accordance to the instruction manual. Peripheral blood 
samples were collected from the patients in the morning 
on the first day before the operation and on the first day, 
third day, seventh day, first month, and sixth month after 
the operation. The plasma VEGF levels in the two groups 
were detected and compared.

Follow‑up
From the day of the surgery to December 2014, 59 cases 
were followed up and four cases were lost. The follow-
up rate was 93.65  % (59/63), and the median follow-up 
time was 37.1  months. For the cases lost to follow-up, 
examination results on the last follow-up were used for 
statistical calculation. Data of the patients completely 
lost to follow-up and patients died for reasons other than 
the tumor were treated as truncated data. Chest X-ray, 
abdominal B ultrasound, and tumor-related antigen 
detection were performed every month within 6 months 
after the operation. Fibrogastroscopy and CT examina-
tion were conducted every 4–6 months.

Results
Comparison of surgical conditions and postoperative 
recovery
All patients successfully underwent laparoscopic surgery. 
The postoperative hospital stay was shortened in the com-
bined FTS group compared with that in the pure lapa-
roscopic group (18.5 ±  5.5 vs. 11.0 ±  2.0); the first anal 
exhaust time (4.0 ± 1.0 vs. 2.5 ± 0.5) and the postopera-
tive eating time were statistically significantly earlier than 
those in the pure laparoscopic group (P < 0.05). No signif-
icant differences were further observed in terms of opera-
tion time, intraoperative bleeding volume, perioperative 
blood transfusion, postoperative complications, wound 
healing time, postoperative T staging and postoperative N 
staging (P > 0.05). In the pure laparoscopic group (group 
A), one case presented pulmonary infection, and one case 
presented with delayed gastric emptying. In the combined 
FTS group, one case demonstrated urinary tract infec-
tion and one case with subcutaneous emphysema. The 
two groups did not significantly differ in terms of the inci-
dence of complications (P > 0.05, Table 2).

Comparison of plasma VEGF
On the first day before the operation and on the first day, 
third day, sixth day, and sixth month after the operation, 
the VEGF levels were not significantly different between 
the two groups (P > 0.05). Statistically significant differ-
ences were detected on the seventh day and first month 
after the operation (P < 0.05, Table 3).

Postoperative follow‑up
All patients underwent postoperative XELOX scheme 
chemotherapy 6 cycles. Kaplan–Meier analysis revealed 
that the 1-year cumulative survival rate was not statisti-
cally significantly different between groups A (86.60  %) 
and B (89.10  %) (P  >  0.05). Nevertheless, the 3-year 
cumulative survival rate was significantly differed 
between groups A (48.30 %) and B (54.90 %) (P < 0.05). 
Moreover, the median survival time was statistically sig-
nificantly different between groups A (26.11 months) and 
B (30.59 months) (P < 0.05, Fig. 1).

Table 2  Postoperative conditions of  the two groups 
of patients

a  Median for skewedly distributed data

Item Group A Group B P value

Operation time (min) 253.20 ± 85.09 252.91 ± 84.92 1.00

Intraoperative bleeding 
volume (ml)a

211 205 1.00

Perioperative blood transfu‑
sion (case)

1/29 1/32 0.95

Time of first anal exhaust 
(days)

4.0 ± 1.0 2.5 ± 0.5 0.03

Time for wound healing 
(days)

10.0 ± 1.0 11.5 ± 1.5 0.29

Postoperative eating time 
(days)

4.5 ± 1.0 2.0 ± 0.5 0.02

Postoperative complication 
(yes/no)

2/28 2/31 0.92

Postoperative hospital stay 
(days)

18.5 ± 5.5 11.0 ± 2.0 0.00

pT1–2/pT3 9/21 11/22 0.78

pN0–1/pN2 14/16 18/15 0.53

Table 3  Comparison of  VEGF levels of  the two groups 
before and after operation (X ± S) pg/ml

Item Group A Group B P value

Day 1 before operation 47.27 ± 34.17 47.51 ± 33.76 1.00

Day 1 after operation 54.38 ± 24.81 53.27 ± 23.96 0.94

Day 3 after operation 62.73 ± 25.13 59.18 ± 24.89 0.86

Day 7 after operation 79.93 ± 27.36 64.36 ± 28.14 0.04

1 month after operation 47.28 ± 28.15 36.67 ± 25.12 0.03

6 months after operation 36.32 ± 25.31 35.4 8 ± 24.95 0.85
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Discussion
Surgeons primarily aim to reduce surgical trauma and 
facilitate postoperative recovery. Minimally invasive sur-
gery can effectively reduce surgical trauma and intraop-
erative bleeding and produce smaller wounds, resulting 
in fast postoperative recovery. Nevertheless, less surgical 
trauma is insufficient, and scholars also focus on facili-
tating postoperative recovery. Currently, many proven 
measures are used preoperatively, intraoperatively, and 
postoperatively to reduce stress responses and relevant 
complications, thus improving the perioperative condi-
tion of patients. The combination of various therapies 
exhibits high effectiveness in relieving pain and facilitat-
ing postoperative recovery. In this study, the following 
additional measures were performed in the combined 
FTS group: preoperative education and nutrition sup-
port therapy were enhanced; the postoperative fasting 
time was shortened; the nutrition canal was indwelled by 
20–30 cm from the distal end of the anastomotic stoma; 
insulation was conducted, and 5-hydroxytryptamine 
receptor antagonist was given to relieve nausea and vom-
iting; the patients started eating and moving around at 
an earlier time; and sufficient analgesic measures were 
administered. The results showed that patients in the 
combined FTS group presented a shortened postopera-
tive hospital stay and earlier time of the first anal exhaust 
and postoperative eating. The differences were statisti-
cally significant (P < 0.05), which is consistent with previ-
ous reports (Soop et al. 2004; Correia and da Silva 2004; 
Lewis et al. 2001). FTS combined with laparoscopic radi-
cal surgery for treatment of gastric antrum cancer further 
relieved the stress responses, promoted the postoperative 
gastrointestinal recovery, and shortened the hospital stay.

VEGF is the most effective angiogenic factor that has 
been discovered. VEGF promotes the proliferation of 
endothelial cells and vascular leakage. VEGF also specifi-
cally induces the formation of lymphatic vessels and pro-
motes collagen deposition and epithelization. Therefore, 
VEGF plays an important role in wound healing (Kigure 
et al. 2013; Wang et al. 2013). Organisms produce stress 
responses after trauma, leading to increased plasma 
VEGF levels, which play a role in wound healing and in 
reducing the leakage of anastomotic stoma. These post-
operative stress responses can be effectively mitigated by 
FTS through decreasing the VEGF level. This research 
aimed to determine whether FTS affects wound heal-
ing and increases the incidence of complications. Our 
results indicated that the VEGF levels of patients in the 
two groups did not show significant difference on the 
first day before the operation and on the first day, third 
day, and sixth month after the operation (P > 0.05). On 
the seventh day and first month after the operation, the 
VEGF level in the combined FTS group decreased com-
pared with that in the pure laparoscopic surgery group 
(P  <  0.05). No differences were observed in the wound 
healing time and incidence of complications between 
the two groups (P > 0.05). Furthermore, the VEGF level 
in the combined FTS group was lower than that in the 
pure laparoscopic surgery group. FTS combined with 
laparoscopic surgery can facilitate postoperative recov-
ery without affecting wound healing and postoperative 
complications in gastric antrum cancer. These results are 
consistent with those reported by Lordache et al. (2010).

Survival rate is an important indicator to evaluate the 
efficacy of therapies for malignant tumors and has also 
been an intensively researched topic. During the course 
of gastric cancer progression, lymph node metastasis is 
among the earliest signs of tumor cell dissemination. By 
promoting the proliferation of vascular endothelial cells 
and enhancing vascular permeability, VEGF induces tumor 
angiogenesis and the formation of lymphatic vessels. Thus, 
VEGF plays a crucial role in the growth and metastasis of 
gastric cancer (Wu et al. 2013; Feng et al. 2011). In surgi-
cal treatment of gastric cancer, the growth and spread of 
tumor cells can be inhibited by decreasing VEGF expres-
sion; nevertheless, the positive effect of this phenomenon 
remains debatable in terms of the recurrence, growth, and 
metastasis of gastric cancer and in decreasing the mortal-
ity by relieving stress responses and trauma. In this study, 
FST combined with laparoscopic radical surgery was used 
to treat gastric antrum cancer. The changes in the plasma 
VEGF level were monitored in locally advanced gastric 
cancer and then compared with the results obtained from 
pure laparoscopic surgery. The two groups showed an 
increasing VEGF level after operation until VEGF reached 
the peak. Subsequently, VEGF level decreased. The VEGF 

Fig. 1  Three-year survival curves of the two groups
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level increased with low amplitudes in the combined FTS 
group compared with that in the pure laparoscopic surgery 
group. The differences were statistically significant on the 
seventh day and first month after the operation (P < 0.05). 
Kaplan–Meier analysis showed that the 1-year cumulative 
survival rate was not significantly different between groups 
A (86.60 %) and B (89.10 %) (P > 0.05). Moreover, the 3-year 
cumulative survival rate was significantly different between 
groups A (48.30 %) and B (54.90 %) (P < 0.05). The median 
survival time was also significantly different between 
groups A (26.11 months) and B (30.59 months) (P < 0.05). 
The 3-year survival rates of patients with gastric antrum 
cancer increased by decreasing the VEGF level, which is 
consistent with previous reports (Weich et al. 2004; Tsut-
sumi et al. 2005; Al-Moundhri et al. 2008; He et al. 2008). 
Hence, the plasma VEGF level in gastric antrum cancer is 
significantly related to its prognosis. The VEGF level can be 
used as a suitable predictor of prognosis and as a reference 
to develop treatment regimens for gastric cancer.

In conclusion, FTS combined with laparoscopic radical 
surgery for gastric antrum cancer can effectively reduce 
stress responses and postoperative VEGF levels through 
the following measures: enhancing preoperative educa-
tion and nutrition support therapy, shortening the time 
of preoperative fasting, indwelling the nutrition canal, 
sufficient insulation and analgesic treatment, earlier 
postoperative eating and moving around, relieving the 
psychological burden, and improving the postoperative 
gastrointestinal function and nutrition state.

Authors’ contributions
HJW and XB participated in the design of the study. FF and JG acquired the 
data and performed the statistical analysis. JG, XB, FF and FH performed the 
experiments. FH and HJW advised the statistical analysis. FF, JG and FH wrote 
the paper. FH, JG and FF conceived of the study, and participated in its design 
and coordination and helped to draft the manuscript. All authors read and 
approved the final manuscript.

Author details
1 Department of Gastrointestinal Surgery, The Tumor Hospital of Xinjiang 
Medical University, No. 789, Suzhou Street, Xinshi District, Ürümqi 830000, 
Xinjiang, China. 2 Department of Medical Examination Center, The Tumor 
Hospital of Xinjiang Medical University, No. 789, Suzhou Street, Xinshi District, 
Ürümqi 830000, Xinjiang, China. 3 Department of Urinary Surgery, The Tumor 
Hospital of Xinjiang Medical University, No. 789, Suzhou Street, Xinshi District, 
Ürümqi 830000, Xinjiang, China. 4 Department of Emergency, The Tumor 
Hospital of Xinjiang Medical University, No. 789, Suzhou Street, Xinshi District, 
Ürümqi 830000, Xinjiang, China. 

Competing interests
The authors declare that they have no competing interests.

Informed consent
The study protocol was approved by the ethics committee of Xinjiang Medical 
University. Written informed consent was obtained from each participant 
before data collection.

Received: 27 October 2015   Accepted: 8 January 2016

References
Al-Moundhri MS, Al-Shukaili A, Al-Nabhani M, Al-Bahrani B, Burney IA, Rizivi 

A et al (2008) Measurement of circulating levels of VEGF-A, -C, and -D 
and their receptors, VEGFR-1 and-2 in gastric adenocarcinoma. World J 
Gastroenterol 14:3879–3883

Bao P, Kodra A, Tomic-Canic M, Golinko MS, Ehrlich HP, Brem H (2009) The 
role of vascular endothelial gowth factor in wound healing. J Surg Res 
153:347–358

Barrientos S, Stojadinovic O, Golinko MS, Brem H, Tomic-Canic M (2008) 
Growth factors and cytokines in wound healing. Wound Repair Regen 
16:585–601

Belizon A, Balik E, Horst P, Feingold D, Arnell T, Azarani T et al (2008) Persistent 
elevation of plasma vascular endothelial growth factor levels during the 
first month after minimally invasive methods. Surg Endosc 22:287–297

Correia MI, da Silva RG (2004) The impact of early nutrition on metabolic 
response and postoperative ileus. Curr Opin Clin Nutr Metab Care 
7:577–583

Feng LZ, Zheng XY, Zhou LX, Fu B, Yu YW, Lu SC et al (2011) Correlation 
between expression of S100A4 and VEGF-C, and lymph node metastasis 
and prognosis in gastric carcinoma. J Int Med Res 39:1333–1343

Goh PM, Khan AZ, So JB, Lomanto D, Cheah WK, Muthiah R et al (2001) Early 
experience with laparoscopic radical gastrectomy for advanced gastric 
cancer. Surg Laparosc Endosc Percutan Tech 11:83–87

He XW, Liu T, Chen YX, Cheng DJ, Li XR, Xiao Y et al (2008) Calcium carbonate 
nanoparticle delivering vascular endothelial growth factor-C siRNA effec‑
tively inhibits lymphangiogenesis and growth of gastric cancer in vivo. 
Cancer Gene Ther 15:193–202

Kehlet H, Wilmore DW (2002) Multimodal strategies to improve surgical out‑
come. Am J Surg 183:630–641

Kigure W, Fujii T, Sutoh T, Morita H, Katoh T, Yajima RN et al (2013) The associa‑
tion of VEGF-C expression with tumor lymphatic vessel density and 
lymph node metastasis in patients with gastric cancer and gastrointesti‑
nal stromal tumor. Hepatogastroenterology 60:277–280

Lewis SJ, Egger M, Sylvester PA, Thomas S (2001) Early enteral feeding versus 
“nil by mouth” after gastrointestinal surgery: systematic review and meta-
analysis of controlled trials. BMJ 323:773–776

Lordache S, Saftoiu A, Georgescu CV, Ramboiu S, Gheonea DI, Filip M et al 
(2010) Vascular endothelial growth factor expression and microvessel 
density-two useful tools for the assessment of prognosis and survival in 
gastric cancer patients. J Gastrointest Liver Dis 19:135–139

Parkin DM, Bray F, Ferlay J, Pisani P (2005) Global cancer statistics, 2002. CA 
Cancer J Clin 55:74–108

Soop M, Nygren J, Thorell A, Weidenhielm L, Lundberg M, Hammarqvist F et al 
(2004) Preoperative oral carbohydrate treatment attenuates endogenous 
glucose release 3 days after surgery. Clin Nutr 23:733–741

Tsutsumi S, Kowano H, Shimura T, Morinaga N, Mochiki E, Asao T (2005) Vascu‑
lar endothelial growth factor C (VEGF-C) expression in pT2 gastric cancer. 
Hepatogastroenterology 52:629–632

Wang X, Chen X, Fang J, Yang C (2013) Overexpression of both VEGF-A and 
VEGF-C in gastric cancer correlates with prognosis, and silencing of both 
is effective to inhibit cancer growth. Int J Clin Exp Pathol 6:586–597

Weich HA, Bando H, Brokelmann M, Baumann P, Toi M, Barleon B et al (2004) 
Quantification of vascular endothelial growth factor-C (VEGF-C) by a 
novel ELISA. J Immunol Methods 15:145–155

Wilmore DW, Kehlet H (2001) Management of patients in fast track surgery. 
BMJ 322:473–476

Wu J, Liu X, Wang Y (2013) Predictive value of preoperative serum CCL2, CCL18, 
and VEGF for the patients with gastric cancer. BMC Clin Pathol 13:15


	Effect and clinical significance of fast-track surgery combined with laparoscopic radical gastrectomy on the plasma level of vascular endothelial growth factor in gastric antrum cancer
	Abstract 
	Background
	Patients and methods
	General information
	Inclusion and exclusion criteria
	Laparoscopic surgery and FTS
	Statistical method
	VEGF detection
	Follow-up

	Results
	Comparison of surgical conditions and postoperative recovery
	Comparison of plasma VEGF
	Postoperative follow-up

	Discussion
	Authors’ contributions
	References




